(i2) *#i*ta*£»icg^raiij £ tifcaistiJig 



(43) SfgttPB 
2006 *f 4 £ 27 B (27.04.2006) 



iiiiiDiiiiiniiiDiiniiiiniiiiDiDiii 

WO 2006/043710 Al 



(51) @B8*#1*#§: 

C07C 211/27 (2006.01) 
Ci2iVi J/09 (2006.01) 
A61K 31/40 (2006.01) 
A67tf 45/00 (2006.01) 
A61P 25/00 (2006.01) 

(21) BBttM?: 

(22) SISaSlB: : 

(25) SfSUKCDtiS: 

(26) m&'AWHD^®: 

(30) &5fctt^-$: 
t$Oi 2004-304864 



/Itfyp 25/2^(2006.01) 
C07K 14/47 (2006.01) 
C12N1/15 (2006.01) 
C12N 1/19 (2006.01) 

PCT/JP20O5/0 19645 
05*10^19 B (19.10.2005) 
B*iS 
B*8§ 



2004 *E10E 19 B (19.10.2004) JP 

(71) lHBA(*H«»<±r«)»JEHlco^r): ft* 
#tt'jA-X ■ Zfa^-t 5 $XBF£i9r (REVERSE 
■ PROTEOMICS RESEARCH INSTITUTE CO., LTD.) 
I [JWJP];t292-0818 2 T 

i 1 6 SJfe 7 Chiba (JP). 
! (72) 

I (75) «W#/lUSSX(*ll=OLNT(D^): WrtiS-(YA- 
: MAUCHL Tadakazu) [JP/JP] ; T 292-08 1 8 =f H ft * M 



*m^r*«a2TB6#iS7 asse#a'j/<- 

* ■ ^□x^-5^^.WS?BrrtChiba(JP).*ra35P 

(SUEOKA, Hldeakl) [JP/JP]; T554-0022 *B5fff *BErtT 
llfc:fEB#Btt*3TB 1#9 8#*B*tt£gSM* 
JtStt Bf£*S? y y Aft¥Br£ffil* Osaka (JP). ±M 
(TSUCHlYA,Kouichi) [JP/JP]; t 292-08 18 =f 31 Si 

*E»**»r*«a2TH6#*7*aftay/<- 

X ■ 7Pft«n BfSZffffi Chiba (JP). ttlL -{k 
(MURAYAMA, Katsuhisa) [JP/JP]; t 292-0818 TSB 

*r *«a 2 t a b #* 7 ft*e#tt u / <- 

X • ^Dx^a^X WSErWfl Chiba (JP).JSrtte(HO- 
RIUCHI, Ken) [JPflP]; T292-0818 =F£B * jggm 
-f *«£2TB 6S«!7 ft5t£tt'J/<-X • ?P 
x* 5 ? X STS?3fF*3 Chiba (JP). /Jvg fttt (KOMIYA, 
Kazuo) [JP/JP1; t 292-0818 $B *M*rtT J&v**£tt 
E2TB6f*7 ftit£tt'J/<-X ■ ^Px^5^ 
X Bf ftrTrfl Chiba (JP). &S1 3= ft (KITO, Morikazu) 
[JP/JP]; x 292-0818 t SIB *K»ffi fr? £ ttfi 2T 
I6f*7 ftit£tt'J/<-X ■ ^Pt^S^XW 
S!Bf ft Chiba (JP). il (TSUTSUMI, Takeshi) [JP/JP]; 
T532-8514*EJff AEm&JIIBttlA2-1-6 TX 

f7x«i»«*a mmwxmn Osaka yp). e+ 

» tti^ (ISONO, Yuko) [JP/JP]; T 292-0818 ^ SIB * 
E*ifi^r*«JE2Ta6#*7 ft*£tt'J/<- 
X ■ ^P-t^S?* Bf3Sm« Chiba (JP).ISifi^iE 



^ (54) Title: DRUG DEVELOPMENT TARGET PROTEIN AND TARGEf GENE, AND METHOD OH SCREENING 

§§ (54)ftM<D*«i:ff]3igiw*>/^a&r;swiie^ jttfi=**y-=>y*a 



© 




(57) Abstract: A novel drug development target protein and gene, and, 
using these, means for developing a novel pharmaceutical. In particu- 
lar, there are provided an NCS protein and a gene therefor, a method of 
screening a drug (for example, anti-central neurologic disease agent); a 
regulator of diseases (for example, centra] neurologic disease); a process 
for producing drug derivatives; a complex containing a drug and an NCS 
protein, and a process for producing the same; a kit including a drug or 
its salt; a method of determining the development or development risk of 
given disease, a method of determining the sensitivity to drugs, and a de- 
termination kit for use in the methods; etc. Further, there is provided a 
compound, or its salt, capable of binding to NCS proteins, represented by 
the following formula (1), and provided a therapeutic or preventive agent 
for dementia comprising the compound of the formula (I) or pharmaceu- 
tically acceptable salt thereof as an active ingredient, (wherein R1-R8 
represent hydrogen atoms, etc.) 
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mm 

10 7 JiV'y^'i 'V—JOE (AD) f±£Hfc#T? 1500 ^A£t±* s «SLTi3t), ¥^ 

HMG-CoA (3-hydroxy-3-methylglutarylcoenzyme A) 3l7C^^ffi.^ 
fcj;5AD»^*©<ST.tf±, HMG-CoA ^tuII^ J^<^lft#W W 
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^tiizx^m ztixztzmm&fDmM? ^tnim 4so mx 

ZW*mft%:£ftm\mj££tlZ^ ttm&tStlX^Z (J. Drews, Science, 
297,. 1960-1964, 2000) 0 i tU-ft LT, >f J AM^gc5 < flftj* 

filtl l,500 filS^^5^-C(l^V^^ < ^«$tl,TV^^. (A. L. Hopkins & C. 
R. Groom, Nature Reviews; Drug Discovery, 1, 727-730, 2002) „ 

15 ^mmm<owimmz.x^x, mm±m(om^mm^-t^i-m±Lx^ 

5^Hfrb1\ »fK©*BfttttfU5»^'f-««lftt*)5 (Nature 
Reviews; Drug Discovery, Feb, 2003) „ ' ±1B<£> £ ? ft^ / A'|f 

«J WSffflKLfc (^$2 0 0 4- 5 0 9 40 6W) „ 

r. © ttjiST* 14 % fls-fr* t mt<nft^R wm-f 5 fc * ^ffi £> 
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5 (i) m^nfzm^it^mz.MLxmm(Dm^^^^^^h^m(D 
(i. i i) mm<Dmmzh^%--f' ^^ssfciii-^^^^R^siR 

10 -fS&Pg 

( i) ±|20^^ffiVNT51^$^fcM^b^^^#5t^^-ra^ 
(i i) ®^$^fc^tl^'fk'&^w#^^{b^^^f^t(UbT, Mw»H#J 

¥£I£t, 7* try (cox) 
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#We>#»fcfcofc. JfD'&Z 20 ^SrgT* COX fctt COX-1 

^^f^ftu T*t o y ^^^tecox^MK^sk^-efc^ cox-i 
•c t * rc\ t° U "s<dW$]9 %<d±x&W b te^tcfr ft X ttft v\ 
oTV^a^ ^nb©5KS6r4COX|ia#-CH:ttM"e#*V\ — *fit*o 

TT^try ^*riKK/3 o«t 5 ftte^H-^ ppar- v ©J; 5 4#rtS*#^f^ 

m+zkom&tm&K ■teztix^z**. zhbtrxw 

££H,fflLTV>.5 (Chera-Bio Informatics Journal, 1, 18-22, 2001) . 

*«H,ffl§*L-C#fcEHifttt» *oH*iae^fev^-C, frrt£frtt-*3f£tt©ra 

25 tr^^^'f^iaS^^r > h fc^jSKlAftSfc 1 0»J:©m 
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5 

£>3 0 «|RH^T?*>5ATG3 K^Sr5' WH^tr jEI^ 

£5. r©iM:> ^cDNA^b^^^^fc^^/^a^v^c^SrtT 

20 USP WIS 20030159158 (Nef, Patrick, August 21, 2003) f3> 

NCSW-iT'JoSNCS 1 £flft£-f 5NC S 17^ b<DXf V<-~V 

SV^ffittttfcaaU #***M&fcH-*lyW5. SoT, NCS77^ 
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-~ v^fcs v^«7 ^ 1f^' >i-z> r. £ as^Jigi ft5„ * fe usp ttiR 

20030159158 Ttt. NC S 1 £if#J t LtzX? V — =■ y^ftfe # $ ftT 

#50, «F»CT^y^>r^-fi£^ifO®^i©ffiii* s }gl»*^TV^5 VILIPS 

S^^^^Rl (Human Hippocalcin-like protein 1 1^3 Visinin- 

like protein 3 £><5VMi VILIP-3) ^ttlTfcDs K*q ^E^r "F'fr t \*1t 

CSfe^-fb^fttt, VILIPS 77^- (^7*B) KHK3££*i5t>©-ef*fc 

<, ncs imfcNcs7 7 ^ y-±mz&&-rz>tt>&m*&^\^x^z 0 

^«rSEC-MSifetf»«ft-5ii»i:J:5, ilElc^l^ffltfetJi 
20 ^tyfey|-^^I.(NCS^^» W^tf^Wttft 

25 s^y^ll:^l9 5W, Sfctt, ncs? v^fCit-fc^w^^fc 
^fClO£#LT*©M£P$5L9 5tf\ NC S ^ ^"^Stite^ 
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[1] ^T^5t (I) ~ (VIII) a»b-Jic5#A»fc»tfJl6^*t?*>5, NC 

5 s^^^st^i-sfe^ffi^-ra^^s^w:*©^ ; 




(I) (II) ("1) (IV) 




(V) (VI) (VII) (VIII) 



10 $A i?f*7 5/, gt*ft 1 ~ 5 wE«*fcl±^07/v^/K ^o^ft 

- /W ;k7 7 ^;K K**7~l 2©7* =yU7/l"*/K M8~12©7 
15 i=/U7/Hr=^*fcttK*#7~l 2W7x-^7;^/^^rV ; fc5VM± 
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-co-R 9 R 9 fi, ~ 9<&tt**fcW:#tt<z>r/i'*/i' ; 

fc5VM±#*#l~9©E0l*fctt3M^7/u*/K ^ny^, v'T/, 

R 2 tt, tK*J^^ ; ^n^^ ; *s7 J ; fc Kp^> ; &&Bc 1 ~ 7 tf>E# 
ifcli^ftOTA'^ ; ^a^':Wb 7/1^1'' ; 7 JV^-jV**^ ; 7 
10 *7T~fr ; fcSVMS, AD^|f, >>7/, tKn^ 75A ^7ft 

15 3i=/^^r^ 7x^;V7/U77=/K $Hf$C7~l 2 ©7 ^^/VT^^/K 

R 3 «> zKasJK-? ; wVvnX- ; ^7/ ; t Ko*^ ; ^ii:l~7©Ii 
^fctt^HS^T^^r/u ; />P^^b7/^^^ ; 7/^/1^^ V ; 7)V*>V*)V 
20 7t=^ : *)5V>tt % /NP^^jg^-, ->7;, tFo^f^ 7?A ^71^ 

©TVl^/K ^mmi~5<Dmmttc\^^<D7^/^^iy, 7x-;K 7 
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R 4 ii, Tkmm* ; ^p^« ; *sT J ; t Kn^fv- ; 1 ~ 7 o'ttft 

^fcfi^WT/U^r^ ; ^pyyft7A/^r/l/ ; T^/M"* v' ; 7^*^*1^ 

1 ~ 5 Ol**fclid(!t07^/l'***A 7 
3:^/^/1,7 7^^, 7x^/K5A ^*«C7~1 2tf>:7:x~,U7/l'= 3 r/K 
$SH&8~1 2©7s = /l'7/^/Hfcl4^«7- 1 2©7i^7/^ 
10 /^^v' ; Sr^U 

7^^-/^ ; £>3VMi;M3'7 , :/<fb7/i'3vL' ; Sr^U 

ifcl4M07^^ ; ^o^yft7^ ; T^jVir^V ; 7)V*iV7.tv 
15 y 7 ^;v ; fc5V>tt, ^o^VJSf, '>7A tK^'A 75/, ^/fi& 

MTiV^iV, 7 £.-(17 )V$riv7,)vy r =/H6>&*5#A»b»W 

©7/V^/K R*» 1 ~ 5 OB*Sfcttdlft©7^ 7x=/K 7 
20 a =:/W/V7 7=/K ^it7~l 2©7x=/V7/^/K $C 8 ~ 1 2© 

R 7 I4, tK*M^- ; ^n^^Jg-? ; ^7; ; t Kp^-V 1 ~ 7 

25 7 7-^;fc3l^ /NP^yJI^ V7A tF^'A 7% J, ^/B& 
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l ~ 3 m<Dm&&1f% LTV^T t J: v\ l ~ 5 <DW.m%tzt£ft«& 

^=.jU^/U7r=-^, ^*^7~l 2<D7 ^-/VT/l'*^, ^*f:8~i 2tf) 
5 , 

R 8 li, 7k*J^T- ; ^dM^ ;i/7/;tKP^>; 7/^/^^7 7 = 

«tv\ i ~ 7 <Dum&tci*ftm<DTfr*ji'*tctti?imm 1 ~ 7 ©sis 

IU R 2 £:R\ R 3 <tR\ R 6 <b R \ *J XTfiR 7 £ R 8 tt^3veft$l^oT 

»S©7/i'^*fcllS*» l ~ 5 ©li*'fcft^(!j[©7/vW^Vi^4 
. c 3 

20 [2] ^T^iC (I) ~ (viii). a»bfc*#*>fe»tf;h^b£*^f«:©Bi 
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(I) (II) ("I) (iv) 




(V) (VI) (VII) (VIII) 



5 ^JB&TSA ^ifi~5M$fcM«7;v^K ^P^^t 

.TVl^K 1 ~ 5 comm^tcn^CDT J^^^^s 7x^;K 

-/l^/V7 7 ~/K $3ff$C7~l 2©7x^7^^r/K ^»8~1 2 ©7 
10 a^ur^=^*fctt^**k7~ 1 2 07i=;V7/^^7 ; fcM^i 
-CO-R 9 (^^T% R 9 te, 1 - 9 OtiSfcli^or^ ; 

«>5 V^ttftXft 1 - 9 Oil*4fctt»tt07^^, ^p^^> ^7 A 
t Kp^ 7^ A *7fi75/, v?Ii7^A 7/V^^7 7=^ 

15 l~3ffi©g&£&^fLTl^Tfc.fcV\ K**3~7©^pT^ 
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R 2 f±, tK^JI^ ; ^nyy^ ; ^7/ ; fc Kn^V ; l ~ 7 

5 77^;fc5V^lt ->7/, tFo^ 75/, ^e/S& 

7 5/, S?ffi&7 5/, ^|t$Cl~5 tf>E#C*fcf*#l£<07/l'3r/K ^py> 

$ix5 l~3jB^atftSS:^b-CV^<>J:V\ M 1-5 wSltfcliM 

$H$:8~ 1 2<D7ai^yUT/v>5r=/^7c«:^llfc7~l 2©7x=/V7/H 
R 3 fi, ; ; '>7 7 ; t Ko^r-> ;^«l~7^Eil 

15 77=^ ; fc^te, Ao^yJSf, ^7A kKb^a 7 5/, ^/fi& 
-fb7Vi"¥/K 7 svirjust-iciyjs £X*7 /v^ju^^y 7 -/vfrbteZffifrbMtil 

20 x=/W;V77=/K M7~1207i=W^K ^m$c8~12© 

R 4 te, tK^T- ; ^n^« ; V7/ ; fc K**-> ; JB**1 ~ 7 ©it* 
^fcf*^lft»7/V d r^ ; ^n^Vft7/V^ ; 7^^/^^rv' ; 7^^r/^^^ 
25 77^ ; £>5VMi, /M3^>K^, i/7/, fcKD*v\ 75/, ^/fi 
75/, «7 5/ , ft*ftl-5©iS**fc«:^«©r/V"¥/i', ^p^^ 
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i^*^8~l 2©7* = /l'T/U^:=/I>*fcM^*#7~l 2<D7^=/WT^^ 
5 yu^-df-v' ; ~&tf L-^ 

R 6 fi, tK^M^ ; /mi^JS? ; i/T / ; fc Ka^ ; «**l'~7©iM& 
10 7 7^ AP^yS^, v/T A tKo^, 7^7, ^r/figl 

15 i^;P7 7=/K &*8C7~1 2©7i=/P7/V^K ^*$:8~1 2© 
7a:=^r^=^*fcf4^*ifc7~l 2 07 I ^7^Wv'; Sr^L 

R 7 te, tK*JJ^ ; '^vfyW.* ; v-T/ ; t Kn^ ; &&&1~7<0E# 
^fctt^ttOT^^V ; ^n^yfbT^^r/^ ; T ; 7/l" a f7i'*/i' 

SftS l~3te©«&£&*rbTVv i CfcJ:V\ 1 ~ 5 ©£§(* fctt^HS 

25 x^/l/77=/K ^^7~1 2©7x-/V7/V^K £*lf $C 8 ~ 1 20 
7*=^7^=/V*fctt£**7~l 2©7x^7^;v^v/; L 
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±v\ mm i ~ 7 ©ff**fctt»tt©r/i/^**:riist*«fc i ~ 7 <de« 

<&U R 2 <tR\ R 3 iR 5 , R 6 £R\ *5±t*R 7 1 R "tt^ft^ftSt^oT 



15 C3] KTO^ (1' ) ~ (11* ) *>bft*»a>fe»tf^«^*"^*>*^ N 
5$ (1* ) 




[Stf, Bridge 1 '!! TlEiS (la' ) ~ (lj* ) 
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(1cP) (1e") 




dg') ( 1h ') 




10 <v7C^o7M^ ^7~ll©7x=W^K ^*VU/K 
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R 3 ° ' ; ft*« i ~ 9 ©tit fcttd«07^A«, P J^W 

5 -^p ^ fc Kp*v\ ^ ^^1^75/, v?tl7$ / 

10 &3WiR 6a ' t?il*$*ifcft**l~5©tf«l*fcW:^*©r/u^v^ ft 

x' tt7K*W^*ftttft**i~5©E«*fttt»ttor/v^*^U 
<&U R 0a \ R 4a \ R 5a ' *3<fctfR 6a ' OV^f*lli»lott, S: (IB) ~ 
15 (ID) : 




(1B) (1C) (1D) 

x 0a ' li^tlcl ~ 5 ©EitftfiM^T^^f^^^^t, ) a>e> 

^ (2' ) : 
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R lb ' li^ilc 1 ~ 9 ©Ef tfcli^f ©7^^^, ^p^D!H\ '>7A 

R 2b ' \$%m%Li~9<Dw:mztcteftt&<D7;i>*/i' ■, %m%Li~9(Dmm-£fr 

10 ^-5 1 ~ 3 iOftl^f ITV^T t J: V\ ^*^3 

~7tf)^ aT;l^K $fP?$c7 ~ 1 1 ©7x^/1^7/^/^ ^^^^^ 

15 R 3b ' «*3ifJ5R^ ; ^ftl-9Cil«*fcH:^07^/vS> /m=^^ 
7/l/^/l/77=/^J:0 ! ^n^^^f^b*5ii^l*l 1 

20 4 .^xx^f ^/P^ttt^t y ; 

&5WiR 6b ' T?l** ^li!*ft 1 - 5 0jff**ttt^07^*>i, $ 
||3~7C^a7M/K ^7s=/K \£<<y*?-Mv 

{It, R 4b \ R 5b ' *J«tt>*R 6b ' Wftl/^lOte, A (2B) ~ (2D) 
25 : 
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(2B) . (2C) (2D) 

5£ <3" ) : 




[5£* % Bridge 3 'lt TfB^ (3a' ) ~ (3f ) : 
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(3a 1 ) (3b') (3d) 




(5**, X 4 ' «^|[ 1 - 5 oi«* tttd«07/^uy *SU R 7c ' 

5 R lc ' f4^5R»l.~9©e«*fctt^tt©7/^/K ^o^^JS-?, W>\ 
t Ko^iVT^/Hitei^baR*^ 1 ~ 3i@<£g&g£;fr LT 

R 2 °' tt«*»l-9©tt**fcH:5>tt©r^^ ; |S»Mfcl~90E**fc 

~7C^o7;^/K ^||[7~llW7i=/V7M/K -fS^JJ/K. 
15 /v*fctt<<yy7!)/i'^U 
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t^y^K -Y^^/y/K "^x-f ^ ^/n^ifcii* 

Tjv^^m, M3~7(0^^n7^/K 7x-/K t°a y 

s?=/k f^y^-^K t'^s^/K I'^v'y/K ^yx^f/p^ 

10 *7cfi^/U7^ y =yi/«r^ U 

R 0c \ R 4c \ R 5o \ R 6c ' &J:t>*R 7c ' ©vWlott, * ( 
3B) ~ (3D) : 




(3B) (3C) (3D) 

x 0c ' ttft«*i~5©E«*fctt^tt©7'/i/^v^«r*-t-. ) t>b 
* (4' ) : 
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[5*;*K R ld ' fc&X&l~9<DVLm*1ZK&&<OTA'*A'^vr>tf : ?-. 

£WLWT 1 b<fc^:7.c~A' ; feSl^R 4 "' -?fi&£ *bfc7 *=yuSr* U 
R 2d ' 'f4ft**l-9©E**fc»4^*07^/V' ; fcSVNf±^*«[l~9 0 
5 E#K£fcte#ii!££>7;v3f/K ^n^JR^ >>7A tKP^V, 75/, * 
yi^|75y^ v?I^7^;> 7;^^/V7 7=/K Ao^yft^WJ: 

^=/K ^it3~7©^P7/l/^K M7~l l©7x^;V7/^^ 

10 «rSj*U R 4d ' (d 1 5 ) : 




15 tU R 4d ' *5ct^R 5d ' ©V^Ttt^lOfi; St (4 B) ~ (4D) : 




(4B) (4C) (4D) 

(5£<^ x 0d ' riR**l~5©E«*fc«:^'ift©7/i'*n^Sr*1-. ) A^fe 

* (5' ) : 



WO 2006/043710 PCT/JP2005/0 19645 

23 




[at*, Br i d g e 5 ' It, TfE5£ (5a' ) : 




R le ' ttjiillft 1 - 9 Of KSfcttdftOrM^ '^^^ 

v-7 y N t Kn^v\ y T^y, ^^1^7^ ^7 5 / 

~ 3{|ij(DiE^i£&WL''CV ,t T 1 b <£V\ 1 ~ 5 ©ff*£fctt£tt©T/l'* 
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-(§.U R 3e ' > R 4e \ R Se ' &«fct>*R 6B ' OV^#L*>l o|±, A (5B) ~ 
( 5D) : 




(5B) f (5C) (5D) 

C5fc*K X 0e ' tt«**l~5©tt**fcfl»«or/^l'>'Sr*i-. ) 

5£ (6' ) : 

(6') 

C^]^ , Bridge 6 '^ Tia^; (6a' ) ~ (6g' ) : 
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OH OH ■ ' 
1 H H T 

(6a 1 ) (6b") 

V x x 7 ' ^x 8 ' ^;n^ ^r 1 '' r 2 ' 1 ^;n* ^x 8 ' ^x 7 ^o' 

Me Me Me Me , RH . 

(6tf) (6d > 




or^i-y^U x 7 \ x 8 \ x 10 'i , Wx I1 '«WMil^ 

5 1 ~ 3 Wti^ fctt»7/^ ^^^^ ) ^b45#^fe»W* 

r 1 f ' i^llt' i ~ 9 oliifc Wo 7/^^> /M3^y«^ fr>\ 
10 r 2 f ' \tmmm. i ~ 9 <£>e$( 2 fc t±^tt©r>*A' ; 1 ~ 9 vum* 
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t'7x^/K ^y^^i^/u^fcfi^^^^ y/U ; ^ (f 1* ) : 



CI- 



H 2 N0 2 S 




IvL^Btidge 6 ' 



NH 



(fV) 



<&U R 4f ' fcitfR 8 '' WV^-ftL^lofi, S (6B) ~ (6D) : 



x 0f ' 




(6B) (6C) (6D) 

10 5£ (7' ) : 



(7') 




R 2 9-R 1 9' 



B r i d g e 7 ' 13, TIB^ (7a' ) 
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r ( 7a '> 

HN 

X R 2gL_ R 19' 

(5£f, x 12 ' r±ft**i'-50ifl:«i*fctt^ttor/u*v^*r*i-- ) 

R le ' (4S*ft 1 - 9 ©li* fc»^«©7/i'^K /np^JH^ i/TJ, 

10 wcfcJ:v>2fflitf>ify ; fc^ftR 58 ' 2 ffio t" y 

;7/uW^77=/^i^o^ft^/^bft4Si»bi«*^5 1 

20 ^/K ^f^yD/K ^vX^^n-^^^^y-^^U 

mu r 3e \ r 4b \ r 58 ' *j<t^R 6B ' o^f^ioii ^ (7B) ~ 

(7D) : 
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(7B) (7C) (7D) 

x 0g ' SRHIfci-soMSfcttWr^vy^t. ) 

T!B5£ (8a' ) ~ (8j' ) : 

D 3h- R 3h' R 3h> R 3h- R 3h' R 3h- 

3h . ji 3 . lis. A«. A ^ H Ah 

3, 3, L, ll3. I H ^ ^ | 13 - 

R 7h. |>7h- R 7h- R 7h' R 7h' R 7h' R W R 7h- R 7h- R 7h- 
5 (8a 1 ) (8b') (8C) (8tf) (8e') (8f) (8g') (8h') (8F) (8j') 

R 3h ' ttTK^M-? ; t Kn^WLWCb iv^mfU ~ 9 tf> Effete 

10 7l/^b^5SP^bS^*tt5 l~3fc©e&££ : frLWTt> «fcV\ £*Sftfcl 
tf7^=/K t^y^-^K tf^yv^/K 'f^/^K ^>X^5^y 

15 .tr^y^=/K f^7^=/K ^^^/^K ^yx^f^^p^ 
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R 7h> ; fc%&i~9<D&m*it\t&m<DT/i'*»m. ™tf*m 

<IU R 3h '> R 5h " *5.fctfR 6h ' ©Vvfftfrlott* ^ (8B) ~ (8D) 



(5^, X oh ' »4«**l~5jOE#*fcf4^tt©T^vyS:^"t' B ) 
5£ (9' ) : 




(BP) 



(8D) 
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PCT/JP2005/019645 



R 9i ' 

(^Bridge^) (9') 

B r i d g e »■ tt, IBS (9a" ) HiV (9b' ) : 

(9a') (9b 1 ) 
5 R 8 ' ' fist ( i 1 ' ) : 




10 ^/gftrs./x i;H7?A r^^^^7 7 - /^ J; ^ o y xft^ f 

tfy^/K tvy^;K ^yXJ^yy 
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/K t^JJv^/K ^7^=/K 'f^/y/K /<yX^5^o=^*fc 
flU R 6i ' *5<fctfR 9i " OVWlOfi, 5t (9B) ~ (9D) : 




(9B) (9C) (9D) 

5t (1 0' ) : 




10 [£*k B r i d g e 10 ' IBS; (10a' ) *5,fct>* (10b* ) : 




(10a') (10b 1 ) 
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R 1 0 i " f±, 5S ( j .1 ' ) : 




01") 



R 1 . 15 * tt, A ( j 2' ) 




ti§l~3 b Wt t> «fc V\ ft** 1 ~ 5 O.EflS fcfi^ft© 

T/V^/K $fif$C3~ 7 n7/V^;K 7x=/K tf7^=/K tf^JJ^ 

{IU R 61 ' feit/R 111 ' ©VN-ftL^lof4 % S (10B) ~ (10D) : 
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(10B) (10C) (10D) 

(5S* % x 0i ' tt«**i-5©tt«*fc»±^ttoT^u^«r*i-. ) a>e> 

^ (ll 1 ) : 

R 13k- 

(11') 

D 12k' 
5 K 

[5£<K R 12k 'fi, 5fc (Ha' ) *3j:tf (lib' ) : 




(11a') . (11b') 

R iak ' ft, tKSM* ; R*» i ~ 9 oE«*fctt^R«)ry^;>S, 

«3~7ff)^n7/^;K 7*=/K tf7:r.=/K tT^P^= 
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/k ^7v?=/k -ys^jj/k xwn^tv&tz.n.^tvvAy =■ 



5 U 




(11B) (11C) (11D) 

X ok ' «^^fcl~5roE^^^fi^I^©T^=3rl/^^^-r D ) frb 

10 [4] UT<D& (1) ~ (11) frbt£Zmi>>bmtifrZfc&to*fcft*V>&& 
■ * (1) : 




15 Wt>, Br idge'fi, TfBit (la) ~ (lj) : 
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(1a) (1b) (1c) 




R 1 * tt^Xft 1 - 9 oSi*fc«^«07^ ^p^^ 

R 2 B te^mtfc i ~ 9 ©Sit fcfi$m<DT/i'*/v ; fc 5 Wi^Sfffc l ~ 9 <z> 



WO 2006/043710 PCT/JP2005/019645 
36 

/K S*»3-7 0^n7M/K 7i=/K tf^^/K tf-^y^/K 



S (2) : 




[5^ Br i d-ge'tt, TIBiS (2a) ~ (2r) 
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I 
(2a) 


R 3b 

X 

• l 

R 2b/^ R 1b 
(2b) 


f 

0 

R 2bA R 1b 

(2c) 


1 

NH 
1 

R 2b/%1b 
(2d) 


f 
NH 


3b 
f 3 

0 


f 


R 3b 


f 

X 

R 2b/^ R 1b 

(2g) 

R 3b 


1 

R 2b/^ R 1b 

(2h) 

R 3b 


JL 

(2i) 

3b 

A 


R 2bA R 1b 

(2j) 


<? 

X 1 

x 

R 2b/^ R 1b 

(2m) 


R 2b/^ R 1b 

(2n) 


i 

R 2b/^ R 1b 

(20) 


$ 

R 2b/V R 1b 
' (2p) 



X 

Y 




o 



(2q) (2r) 
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yft^T5:y> ^Itr^^ 7^^^7 7 ^^ft^ f ^ 

5 ^»3~7©V^n7^/K M7~llf)7x^7/^K * 5 * 
' R 3b «7K*Ii^ ; ^b5V^H:«*«[l-90i^[«*fcW:^tt©r/^*/^*, ^ 

y =.,v ; &^-r o ] ; 
15 * (3) : 



,3c 




0£tf\ Bridge 3 lt TIE5£ (3a) ~ (3f) 
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(3d) (3e) (3f) 

^1~5 <DW.Wt%tz.\-Zft$i.<DT J^/^^TF-f, ) 5^b&5Pa>b«£tL 

R 2 c tt^fUffc 1 ~ 9 <DW-M* tz.tt.ftfc<DT;v*;v • & 5 Wi^mifc 1 ~ 9 (D 
15 R 3c fi7K^^;fcSVNf^micl~9cDEm*fcfi^WT^^^S> ~ 
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■ttzte^juy* ]} ~>v ; £tf1- 0 ] T^^ns-fk^; 
* (4) : 



(4) 




R 2d ^ R 1d 



R 4d fi, "St (d 1) : 




,N , < d1 > 
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5* (5) : 




[5£(K Br idge 5 lt TIBiS (5a) : 




5 (5S* N R 2e «tl~90litf:««r/V^K 

7 7 = /uja i t>V> P^W^ ^/ua» & ft 5 fe *R S it * 1~3 flS wMS 

10 ) y^#3t**U 
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A (6) : 




5 [5£tK Br idge 6 ii, T!B5£ (6a) ~ (6g) : 
OH ?H 

I H H T 

(6a) (6b) 




X 7 , x 8 , x^&itfx 1 M^M'Wil^ 
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R 2 £ fi&SfcS 1 ~ 9 (Dlit H.ft.9t1&<OTJV*jV ■ mm®. 1 ~ 9 ©Sit fc 



10 1) 




,6 



(f1) 



>2 



* (7) 




R 3 9 



(7) 



R 2 9-R 19 



15 [afc*, Br i d g e 7 li, TfHi£ (7a) 
R 3g 
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(5^ x l2 immmi-5<DUm^t^M^Tj^i-y^-to ) 

10 R»«f±**W-? ; fe5VM^^tl~90Ei^fcliM07/^/>£, 

n^HT-, ->7A t Fp^ h^'A 7* 5 7 „ -=E- / g&7 5; A v'S 

(8a) ~ (8j) : 




(8a) (8b) (8c) (8d) (8e) (8f) (8g) (8h) (8i) (8j) 



20 R 8h tt**W-iF ; £>3VM±t Kn^^Srf UT^tt iV^**l ~ 9 ©tt 
7$ A ^-/fi&7^A ^7 5 7, 7^^^7 7-^cfc^n^ 
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7^=/k ^7i^/k ^d^/k ^7^=/k -ys^v^k ^<>x 

* (9) : 



15 




R 8i tt^(il) : 
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O 

A, 



OMe 



MeO- 




Bridge* 



,9 



01) 



mm 1 ~ 5 tf)E«fctt#ll£<£T^*A\ 3 ~ 7 ©-y^ n T^=¥/K 

10 S(10) : 





R 1 °j 



Bridge 10 !^ 12^ (10a) *3j;tf (10b) : 




0 



o 



(10a) 



(10b) 
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R 10i (i^(jl) : 




Bridge 11 



5 R'. 11 !*, S(j2) 



HII 



Y 14 O 

bH 




Bridge lu ^* v ^CH 3 

H 3 C 

biiR^s 1 ~ 3m<ommm^ l wct> .tv\ i%mm 1 ~ 5 ©E&^fc 

tr^yi?c/K tvy^^ ^X>f ^yj/n^/^fcfi^. 

15 S (11) : 
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R 13k 

(11) 

R 12k 

Kt, R 12k f3\ Si (Ha) (lib) : 




(11a) (11b) 

15 ±ib [5] \zmm<D%m, 

5±IB [5] tlB*©^ft. 
[8] N.C S*i"^®it£W = ^- p #>'^^fi'^" r " & 3s ±IE C5] 
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C5] |cK«t©*fe„ 

[1 0] gfOlg (a) ~ (c) fr£t?* ±IB C5] (C|B^©^S : 

(a) »I^NCS^y^Itfcf«©fi^^^K^^ 51 

5 S ; 

m^/^m^u &mm^»****xvfflmT\z&v ******* 

(c) ±B (b) ©Mstttt*K:«<5v^ 
10 * St ©ii i^ou© aC-fb 4r t> fc -f * 5 

[1 l] T1B<DX^ (a) , (b) Rt; (c) tetr. ±IB C5] KB*©.* 
ft : 

(a) faWLtyoWk N c w^fC^fcte^ftSr^- K-t-S'aie^O^SrJBI 

is .(b) w^mw^m^^tcmmK^i y^^n^^AB^<D^ 
(c) ±« (b) (Djt^m^s^v>-c, *^^^ic**:tt*»fi^o*a 

20 [1.2] TIB(DXm (a) , .(b) (c) «r£tr, ±1B [5] fc!B*©# 
ft : 

( a ) »«£Nr c s * y/^f^HSi 
S; 

( b ) MHmn<D&* >'** Kt»i-5lS^I6«r»l3t^«XS ; 

25 (c) _tlB (b) oSi^Ucg^T, R|J:»i-Sfe^ffi«rWi"5* 
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(1 3] TI3<^X® (a) , ' (b) (c) ±IB [5] K&$<DJj 

m : 

(a) mm*. NCS^^Rg^ttftSiNCS^y/^KSfcli*© 
5 (b) tiftf ©#4Tl^it 5 n c s ^y/^ I S 

(c) ±12 (b) ©fcttfefclcS-J^T, NCS^w^S^ttWol-? 

10 [14] Ncs^y/^I^«f*\ Ti^x^y, tM^K. tT7 
7/i^ty^y, 7xy^!)y, ^^7^^^ ^yv^K * 

15 ^P77^^y pdMMf;^ ^\ i/Pv^V^t"^ ^ 

t Kni/i/ia/^y, ^y/^^tKn-a-i/^y/^ *v/vgfc. 
^^/yn-/K fc6VM^tbkOfS*fftT»fc5, ±IE [13] fclB*©#ife. 

[15] TOWNCS^fci^o^I^y^^SW^Ncs^y/^ 

20 K«W^W^tB*l9flSU^5^S : * a «rI?flfi't-5-i:S:'&^ NCS^y^ 

[16] NCS^^^K««Jld«^ TWM^fy, t^-^K, \?7 * 
•7>>/_, K yfr-TDW, 7xyi?!)y, ^n^y^y, ^T'U^/K tttt 

25 v^/K "^l? b = tf;*7/U* ^ h\ ^yXfTv^K, 5t^!i>\ 

nt^r^y, * p/i^P^i?^ tvmy, ^w^yf-^y-zK * 
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5] fcfB«©#85. 

5 [17] ElTWlg ( a ) ~ ( c ) Sr^tPx ±IB C L 5 ] jC|B*0*«fe : 

(b) »*»Kfl!)#*ETH:i3»tSNC s ^^^KgSWH*5W0E^ W^Kt- 

10 tmmmvovm? ^^tmzM-tzffi&Ak ttm-t-z is ; 

(c) ±15 (b) OttUititmKS^T, NCS^y^Si^^y 

[183 ±15 [5] ~ [17] ©v^ixaMc|B«o^«felJ:J:i3#feiLa*JC. 
[19] ±15 [5] ~ [17] 0V>"fti*Mc3B«0^jfeH:J: VftbtiZViiW* 
15 £tfL-CfcS, I&JifftBoWlflSj&J., 

[2 0] NCS^ W^^Sji^WlSm^fcttmtBSrPfiiS-t-S^StSr^bT 

C2i] gaf^i AftMk mi&mipmtLizittitT/i'y^-r 

-mftm-?hz>> ±ib [20] ^ib«©?m. 

20 [2 2] NCS^^7f»IitiIt5ffffl©»JT*l>5, ±15 [2 

o] \zWM<on 0 

[2 3] NC S^^^Sit^^^ju — u*/Vv^^Jt^^-T?fe5 N ±15 [2 
0] miB«©ffl. 

[2 4] NCS^^ttfi^=a-B*^/y 5 it^T'foS, ±15 
25 [2 0] \Z.^SM<ono 
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[25] Ncs?>s<?mMte?<o%&ztz\imm*mM-tz>&on-t)K &t 

(i) N (i i) ©V^-f^TffcSNCS^^^ftae^O^^fcttttMB 
fcfqjffl^SfcfCTifcSs ±15 [2 0] tlB*©»l: 

(i) Ncsrm^m NCSUWA, Ncsf^^m NC 

5 S s i RNA, NCS»n-KtMs NCSK^tV 

(i i) NCSttft, NC S ^#X^^m*^^K^b&53¥ 
«fc O-StfttSgaS. 

10 [26] NCS^y^l xttNCS* w«^ft«r= 3 *-K-*-«»Bft*'&tf38 
[2 7] NCS^y^7flM^ttfC^5, NCS^>^Si^ 

mmgi-sa^wiifti&i., 

[2 8] n c s 9 y*? mmmmtK rh/w^^y, tr-=*^h\ 
15 ^-y^/v, :7/W-y^, 7x^!)y s ^<3/y v^/K 

n7 7 ^ pdrtfc 0 ^ l^S^f-^ ^ $/ p S< 1/ tr ^ ^5//Utt^t 
[2 7] JCffi«©ffl. 

[2 9 ] N C S ^ f le^Wli^lf tH5 i 5 l:I*5rii^ftt 
25 SCli&^t^ 

[3 0] mmm*m&mmBtt%, ^n^\mm^\mr^y^^^-^ 



WO 2006/043710 PCT/JP2005/019645 
53 

tr#/u* 5 K, ^^X^Tv J b\ S^U^, hy7n^7^, tuns? 

IB [2 9] tifafto^fe. 

10 [3 2] NCS^/^Wfi^a-nA^yt-g^fcS, ±12 [2 
9] HUB*©**. 

[33] Ncs^y^IlW^^-p*^^ « ate^-efeSx -tK 

[2 9] t|B«0^jfe n 

[3 4] NC S*7tf4*©aE^^^^Wt»***5^^^W«U#5 £ 5 

[3 5] Sl«> Tb/W^^y, t°^i>K, ^7* -rV-/K 
7syv?yy, ^p^y^^-y, ^/U M7 0 ;i rv'7xy > 

20 W^5K, ^Xf7i?K, ^^T^yy, MJ7B^W^P^ 

25 NCSfcll^««r*i-5*Hb©«l**t?*)as ±13 C34] fcfB«<B#fc- 
[3 6] ±E C2 9] ~ [3 5] ©V> Wl:E«©/7 ft t i 5 # ^5*1. 
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[3 7] ±15 [2 9] ~ [3 5] m^ft^fBii «t 9 

[3 8] ^ N c s f fcii^©^!^ y/^ f t 5r^tf-I^^. 

[3 9] l«tNCSlfctt«^^^lt«^^^^ 

(40) £lT(i) , ( i i) £-£tK 
(i) »^fcfi^rcD^; 

(i i) NCS^W^Itfcli^©^^^^^ K 

10 aij^tg^» 0 

gill *t°>#7A£^WcSECf@£^ffl*^ D^ymfiCl 
|gl 2 14 % t° y .# 7 i>. &r ffl v /c s E c^Slf^ffl^W^»^^i"o 

#3gKfl NCS^yv^R&j;im{S^£ig#rr5o 

20 nfox*hz> 0 Ncs^y/^S^^fc, N^^y^h'fMbMSrfU 
WfSiiiaot, ncs? y;<? M<z>MB^<Dmi£i>m*-t5 h^TLh 

ftTV^ (Biochem. J. 353, 1-12 (2001) #f$) 0 

NCS^^7f HTft #J;Lf^ NCS-1 ^7^i = y 
25 (Frequenin) 77^"" y 7s A) (£S1-5?y^1^ ^a.-nUW 
y-a, tTK^^^^^^VILIPS 77 S y- (^7* 

B) KUS-f 5?yv^K\ y^^yy (Recoverin) fWU*^^' 
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(Recoverin) 77^- (*7*C) KM^S 9 V*9 SC. GCAPU GCAP2, 
GCAP3 GCAPs 7 T 5 i> - (*7*D) fcUR-tS * KChlPU 
KChIP2, KChIP3*0>KChIPs 7r5 !J- (^7*E) fc*"*-* * W<*ftfc 
<^Wbft5^> VILIPS 7r n !i _ (*7*B) ^JR-r5^^^St* s & 

(Human Hippocalcin-like protein 1 SV^fi Visinin-like protein 3fe 
VILIP-3) # £ 0 LV\ ft*?, ^a-P*/^y 5 ft, 

10 (Human Hippocalcin-like protein 1 h 5 Visinin-like protein 3 

Svmivilip-3) r±, T;vys^^-&%<DM(Dffimm.m\z.mi£-$-Z>^b&%\ 

ffcSfi©£ifi0!lfcfB*3*L3 FLJ39196 ^ o-yft*W^/^It&5 0 
15 t ht^^^yii^^^f 1 (Human Hippocalcin-like protein 1 h 
Visinin-like protein 3 fe § VILIP-3) H\ Ifci&OglfiWfclBfc 

$tbS FLJ20589 * P-yS^ro^y/^ft'fcS. 

(VILIP-3) T?*S^5T5/iftE5««r*ri"5^^^K-e*)9#*. 
20 .thNCS^y/^lft FLJft (NEDO GBr^/l^- ■ 

•g-HJSttH!) ^y/^f cDNAW^a^x^ H£*5ft5S*##) : 
FLJ39196, G e n B a n kWy^a : AK096515, H-Invitational 

(H-In.v DB) m5H-Inv cDNA ID: 
HIT000021370 N *3 «fc t>*H - I n v o — * * I D : HIX0007693 *3 £t>*F L J 
25 : FLJ20589, G e n B a n k T * -fc y i/ a : AK000596, H- I n 

v cDNA I D : HIT00000307U I n v I D : 

HIX0001817 LTgi^ft (Nat. Genet. 36(1), 40-45 (2004) $f$) , 
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£7t, #JB > (Atorvastatin) Sr^tpUffi^JfB 

Kfi, OMIM (Online Mendel ian Inheritance in Man : MiB-ffiW 
0MIM606722 *3«tt>* 600207 t LX tlX^Z>„ 

5 £fc #3§ipm<fcftf^ n c s ^ y/^ 1©!^^ y/^ f 

«H?^^1€^ ^Wl, ffi0]S^2fc^ttE?U##4 (VILIP-3) X 

IBfcStlftV^ ii«ftl~3 0R $r£L<fift 1~20«, 

Sbfc, »©|gl^y^71lt ia^J##2fc5VMii2?iJ#^4 
(VILIP-3) -C^^tiST S/BMBfllfcfevvTs m*.t£®50%SkJi, 
< Rft 7 0 %EU^ i 9 t < 8 0 %£k±, £ fe «fc 9 b < ttft 9 
0%^±\ *1>0*L<fift9 5%EJLb©*SPH4 «&U 10 0%»li» 

#3. ±i3*ii«<7»iif^ ib^Wtv 7 h t*TXh 

5DNASIS (B4y7H?*7i^=7 3^) SrfflV^ 0fl*.tf. ^ 

25 #35W©* ;~<*Kasffi£ft s fflfc*1"*»W:N c s * 

f^ffl**rK*-C*0s r<Z)J:5ft»^ LTtt, Wx.ft. NCS^^I 
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' fi, 09*.tf, FITC, FAM^Cfttf, ^7*P>, ^ 

^=^<Sto«**K, 3 h, 14 c, 32 p, 35 s, 123 \^<Dl&M&miLfc, 
5*>©t?*)5IR9IR3e**t4v\ #JxJ^ #38W©N c s 9 WMte*^ 
15 MONCS^y/^SI^fii. ±B©fc hae^K 

tf N BX'SSC, 0. 5%SDS. 5 0%*/^7 5 K©»«1 1 *C4 2°C\Z.X 
MLtz'&, 0. 1XSSC, 0. 5%SDSOjg»(1 J "e6 8tl:tift*t5 

25 ^^©NCS^y^^Il5j;««flt #!i£tf> nc 



WO 2006/043710 



PCT/JP2005/019645 



58 

(I. NCS^w^ft«W*»fcHiti;5«A) 

5 »*Asaffi*^a*A4fc»±tt*«©W^t'ffiS-r5*A***i-5. NC 
S * .^/<*K«WJIS*fcHa^3£Att\ N C S * Jt«M**K.fc 0 & 

r.Ncs?^^IlMf»5CTj tit. ncs^w^» 

M***-r-5o sm-rtutf* n c s ^ wiwjitttHat.sff fflft, 

#5Mr-feSo BP%> NCS^^^KHW^^wa-tS^A^f^WS 

15 ft*?, [NCS^y^7SI»dilt5^j 

ft, rNCS*>v<*K»W*«fcH*-r5*Aj ©RWfciOS-ffcWfea* 

(*«#fc£A) 
20 #^PS5t£*ufcv\ **K#ig£Ai:L"rWi> 

t>B*nffi##* LV\ MtUd jBM6tt££B*n£^ #S§®gt£B*n 

25 SSfligttBfcl^a 5 *? * LV\ M»ttaEtt»*lJEfcU'rtt, 00*.^ 6 5^1 
T»^H:38ffii-5*¥B*Pffis T -r-ffi. \*v9fo* s^yfyWn% 
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fy©IWtLTIt 5 (Minichromosome 
maintenance protein) 7, 5 K 6 , HMG-CoA J8tc»* 

ifcw, ra> sPi*f> £#f§a* ««sm 5 fflMBPMF* * 

J&, M*£> ifil/h^'J^ &J»*RIBffifil» (Stevens-Johnson , 
**tt*&*5E£ (Lyellffi«#) > »SJ?5*#«I**H 
15 5o 

£p>K, NCS^v^^HSft«jlSI«JK:ilig-t-5^«itt N NCSi^ftl: 

Biai-5^S-C&!3#5 0 NCSffi£4k&%)bLXn, #lxJ2\ Pimozide, 
Bifonazole, Fendiline, Cloperastine, Bepridil, Raloxifene 
■hydrochloride, Benzbroraarone, Prazepam, Clotiazepam, Suloctidil, 
20 Benzethonium, Bicaltamide, . Benzthiazide, Minaprine, Trifluoperazine, 
Chlorprothixene, Pimethixene, Flupentixol cis-(Z), Clofazimine, 
Loxapine, Rescinnamine, Syrosingopine, Dihydroergotoxine mesylate, 
Dihydroergocristine, Stanozolol, Flunarizine ffffl7FX*% <5 D 
Pimozide (f^K) ^8B5ti-S«*tttx tf*^K#iM3ft3£** 
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mmm. • *m-m-&®- mm • a* • s«o^ « 

5 jfiUE, • S'fr • HEStiu tefik HW*K T 

Bifonazole l:i8St5«Stli, if*^^-/^s®fflS 

ft.SK HUH. 3. 
Cloperastine a-i?*?^) tWitl" W\ *n^?*^as 

v^xrywm-i-zmmk lth\ «■ • • ■ 

15 • W*t« • W^A/ft ifK# 5 if^ffl^-C* 5» * p 

^7*^©BJftUfli:L-cf*, m>bs Mil. n»fc*#0y^-c#s. 
Bepridil mH»t5*Aitt, 

Raloxifene hydrochloride (St7a ;3 r>'7xy) t£|83i't"5£A£ f*> 

ifcfif l& * f ^ * »4> , & tt <a £ fl£i£*t fln * if tf s #l ^ £ ^ o 
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Benzbromarone H>'X/otn» KM**** A t tt\ -i^X^dvu 

5 www, *5#«, m 

T^-fc^A (prazepam) CiatS^IHl, 7»;7-t?/^#M 
^n^Tif^A (Clotiazepam) fcB8g-f S&Afc ttx * P^Tif ^tfig 

15 *T*/<AteBtt*-**A*bTtt, fc*fi^fflfl^A. 

7P^9^^©H^t*BS"t-5*A*#*i"5- 1* !> 7P ^^ 
y|c|llit5S*itTli, «**a>ffi* hy7P-< 

25 ^nyr^^ytiSt^il^t * n 7 t ^ 5 y^ilffi ZtiZm&tfz 
ft? p 7.7 ^©BJf^fflK:ffiSi-5*A«r**i-5. ^77^5 x^iM 
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mtLxns a*** s*. n 

h*S/v©M^i:L-CW:, Hit, 
15 ( I I . NC S^^HM^I»3iIi~5^&) 

lil^v^-CN c s ^ y/^lS^oTit Wit bti^I^ (T«£3t 
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5 VMi7x^iM * 5-l?OlStt«lP, 9 V y * ■ 5? * v^-^ Kttttfofl 

10 W*rffeix5. 

£7c> *|P^NCS * X^^SC^r, S w i s s P r o t &U*R e f S e q 
l^UBLASTP^U ^©MICi^GO (Gene Ontology) 

LTtt GO:0003779¥MF|T^^XjS^ G0:0005509¥MF| #/WX# A^f ^"X^, 
15 GO:0015631¥MF|^*-^y GO:0030276¥MF|^7^U X (clathrin) 

Jj££\ BP £ ttli G0:0016192¥BP|/hfl& (vesicle) 

mfrmm, tm'CC («$#) £LTI±GO:0005829¥CC|?->f 
G0:0030130¥CC| M7-*/hJfi©* 9* U ^ = - MC#® 

ztizk^?m%j)mbtix^?> 0 tot, Ncs^^/^wate^^wai- 
w * m t> * »f s - 1 1 * s - 

*5 N ftW#»f&ft*. £fc, NCS^^II^ 
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(OMIM600668) #Wbft6o 

(I I I. NCS^^^IWIW 

*&W<d (i) 7>m (vi i i) ^ & (i) (i i) *s.fct*5*; d' ) 

5 (1 1 ' ) ^ov^TK?9i-«. 

5£ (I) (VI (1) (1 1) *3it>^ (1* ) ^ 

(ii') -c^^tis^^ii^ &*'Wfehz>^ttmm^vmM^m'3<<®m 
/u*./Wfc> TvvMfc, r^y<b, i^/rt^ ^d^wl j1tu> ^fb> *B£\ 

r^a^«J fctt, **JS^. ftJKIK^ 3$mm*-Vh 

aifvK ^PbT/K ^y7°Pt°/K "f s e c-T^/K t 

15 e r t-^^/K ^Vf/K 4 yOfTK ^isr^V^/V^ s e c -^^^/^ 
> t e r t _xj/f/u, ^v'/K -<y^*vvK 2.~=^^jv^^-jv, ^y°^ 
Wf'A'* 1, 1, 3, 3-rh7^f/^K y^/v^asSltf 

rR*Jkl~7©ff***:r±d«EOTA'^/l'J fcLTM:, 
20 ^fvK 7°n£VK ^y^Pt>> y*9vK ^y^f/K s e c -^/K t 
e r t -y'^/u, ^^^/K -"f y^^^/K ^t^yf^, sec -^i/^/l" 

t e r t — -yf-/K -^-v/K y^^^K ^y 0 ^ 

rft*«l-5©ff«(l*fcW:»ttor/i'*/vj ktttt, 0J*tf, 
25 cx^vk yptvu, ^y-yptvu, 'f y/f s e c-~ff-^, t 

e r t _^^ /K ^v^/k .fy^yf/i/, ^^^^^K s e c -s<y=3~fr 
x t e r t — ^fvMf^WkftS- 
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l^fc«2-t Kn^f^fvK 1, 2*fcli3-l:KP^P^ 

5 ^ffe>H5o 

;/?vU;*-3rv\ ^7f/^V, s e c --ff-Astti/'s t e r t- 
10 s e c — ^fvl^*^ t e r t -^fvl^* V, 'n* vVl^^SA -TV 
1, 1, 3, 3-f f7^f^W^ 

3^ /fy7*f/Vt^V, s e c-7f/^^ri/, t e r t - ^/V^^ 

jvir**/, t e r t — ^s^}Vjr**sm&mihfoZ>» 
20 afvK 7"pf/K yy°P tVK 7*f^» ^^f/K s e c-^/K t 

e r t _y^., K /f y^yf ^^yfvK s e c -^o^/v 

t e r t-^i/^VK 4 y^f/K 2-1^7*^ -7°^ 

25 7t«2-7^=/V^^> 1, 2*fctt3 -7* tT/K 1. 2, 3* 
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5 y^/Wcr^ (o*fcf±fl-^f-y^) x 1. 2 Sfcf* 3 -7*=./W-l 
-^p^^;K l, 2£fcte3 -7i^-2-/n^ (tfiRf^ 
5 A/*) % 1, 2, 3*fc«4-7^ = />- 1 -zff-JV, 1, 2, 3*fctt 

10 lSfcW^-^a^lo^/M-*^ 1, 2^fcf4 3-7^^/l-^P 

f/Vi-^'> ( l, 2, 3*fc(±4-7^^/v^^/^^^^^*tf btb6o 

15 BBC-yf*'/*^=^ J A tert-7'b^V'W^ 

/^;>7 7^, 0il*:fc£> ^W/U7r=/K xf;M/W7 7=/K 7"nf 
/^;i/77=;K ^ y y°P fcVi^/vy 7* — /K ^^^7 7-^ <4V7?- 
20 /V7/U7 7^/K sec-7W^7^K tert-7f/^7 7 = 
/K ^yf/^^7 7=/K ^y^yf;^7/V7 7^K ^t^yf^^^7 
sec-^f^7 7=^» tert-^7/W7 7^K 

^7 P f/l'^/V7 7=;K ^W^7 7=^ 1. 1. 3, 3~X 

25 F7^f;i'7f/i'^^7 7^K y xi/u^/uy btb^o 
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,2, 2, 2 - MJ ^^P^A^d^tf bfrZo 
5 /K b y 7A**n*?vK ^ a o^f/K v 1 ^ * * ;< fvK \. \) $ u n *=f- ?v 

y^^/VT N - s e c -7*W^y, N-tert -^fvVT 5 

, N- s e c -^yW^y, N-tert -^W^, N-^*^ 

f/PT^A N-i-^W^A N- (1, 1, 3, 3-rh7yf/^f 
/V) 7 v/ , N-;^7^/, N-7i^7;/. N- (2, 3£fctt4 
20 -^a7x-;v) 7^A N- (2, 3 4 - yjv^n 7 T% 

y\ N- (2, 3*fc«4-^^7^^/V) 7SA.N- (2, 3^fc(i4 
F^^7x=;H 75/\ N- (2, 3 tfctt4-^ W^7 7=^7 
a^/l,) 75 A N- (2, 3^fc»4-tKP^7*=^) 75 A N- 

(2, 3*fcH4->r;7*=/u) 7?y, n- (2, 3£fcfi4- m; 7 

25 ;^p^Wi=/U) 7$/§Wbn5. 



WO 2006/043710 



PCT/JP2005/019645 



68 

t>*±iB^a p fyfc * fArt* e> * s si a» e>sft * n 5 1 ~ 3 is cogms & 

5 $ y , N, N-'^if^7$y^ N, N-^P^75y, N, N-v^y 

t-p tvur $ /> n, n-^w^a n, N-^y^7$y, n 

, N-v 1 s e c -'/W^y, N, N-v 5 t e r t -7^7 5 A N, N 

-^f;v7?y, n, n-^ y^yw-;/, n, n-v^;^^ 

/l/7.^;, N, N — v^s e c -^yf^7 5 7 ( N, N — t e r t ^ 
10 ;U7^7, N, N-^V/UTSV, N, N-iM V^is/VT 5 / % N, 
N-t** T^J, N, , N, N- 

-WW^, N, N-.f* (1, 1, 3, 3-X h7^f/>^) T 
57, N, N-xf;l/-N-y W^y> N-^Pk" 

^-N-^w^;/, N-^y/otvi'-N-yw^y, n-t^/v- 
15 N-yw^y, N-^y/f^-N-yf/v75y, N-sec-^/v 
-N-yw^y, N-t e r t -/f ^-N-y w 5 y , N-^xf- 
/v-N-y w^y, n — fy^yfyv-N-yw^y, n-^^^ 
f/>-N-y,f/>7^y, n-s ec-^yf^-N-yf/v75y, N-t 
ert-^yf/v-N-ywu^ N-^^-N-y-w^y, n 

20 -^y^i/;U-N-yW5 A N- 2 -if/V^f/l'-N-^ ^/WT 5 

a N-^7"f/p-N-yw5y, N-^f/v-N-yw^y^ n 
- (i, l, 3, 3-fh7yWf^) -N-yw^y, n-/=/^ 

-N-A^A-7^ A N,.N-i?7x^^7$;, N, N-fcT* (2, 3£fc 
Ii4-^np7x^) 7^y, N, N-tf* (2, 3**144-7/^07 
25 x.~)\>) 7$y, N, N-tf* (2, 3*fcf44-y 75A 
N, N-.tf* (2, 3£7c(±4-/< R'>7x=^) N, N-tf* ( 

2, 3tfcl44-yf/^^77^7x-/V) 7^;y, N, N-tr^ (2, 
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3*fcli4-tKP^rv/7x=/U) T^/. N, N-t** (2, 3*fc^4 — 
N, N-K\X (2, 3*fcfi4-b!l7/l't0^? i 

/ i/7x=/i') r^y, n-7x^i/-n-^W5;, n- (2, 3£fci3: 

4-^P7^;V) -N-yW5 7, N- (2, 3^7cf*4-7^t=2 
5 -N-^W5;, N- (2, 3*fc«4-^^7^-/V/) — 

N _^^- ykT ^y^ N- (2, 3 3=75:f3:4-y -H—t^fls 
T^/s N- (2, 3 ^ fcli 4 - ^ f />7;k7 7 x ^/U) -N-^/l> 

T^y, N — (2, 3lfctt4-tKP=5rv'7x^) -N-^W5/^ 
N- (2, 34fclJ4-v'7/7x^) -N-^W^y, N- (2, 3 
10 JfcU4-HJ7;^B^^7i=^) -N-^fvi'T 5 

?y, N- s e c -^/^ N— t e r t -^fvWf N — 

20 ^yf;^?y, N-^y^^W5y> N-^^^fvwf ^ /* n— s 

e c -^V^/Wf 5;y> N-tert -^^/Wf % /> N-^fW 5 ^ 
y^^-is/uj 5 / „ N-2-a:f/W7*7/K5y, N-^7f ? 
A N-^f;K5A N- (l, 1, 3, 3-7h7^7/v7f;i') -T^ 

N-;-;^^;^ N-^^/W ^ 7 , N- (2, 3 3; {2 4 - * n en 
25 7xx;V) N- (2, 3 £ fctt 4 - p 7 * = 5 / s N — 

(2, 3.^7 v cJ±4-yf-yV7^=/V) 5 / x N- (2, 3 £ fcfi 4 - y h =3f- 
-f$y> N- (2, 3*fctt'4-^fW77-A'7i=A') 
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^ 5 / n N- (2, 3*fcf44-t Kp^^j^) A N- (2', 3 
Sfcr±4-5/T/7*^) ^5/, N — (2, 3*fc(i4-hy7^P^ 

l^fcf4 2-7^^/^^/K 1. 2*7^f4 3-7*=/^o tVK 1, 2 
3.*fctt4-7*=^^/K 1. 2, 3, 4*fcfl5-7*=^>^ 

10 *3jsptf&ns- 

\fy>/<f-x-~>\>\ tLXit, Cb] ^~/K 3-v [b 

] f-K/K 4 tV* Cb] [b] 6 * 

yy [b] f-^^/K 7— Cb] ^~/K l-^'-/ [c] 

[c] 4-^y* [c] 5-^^/ Cc] 

20 f-^r^/K 6 [c] ^.rc^/K 7-^*/ [c] ^ai^tfWfefl 

5 0 

r^j/7y/l/J iUft, 2-^ [b] 3-^^ % / Cb] 7 

y, K [b] 5 ^/ Cb] 7y>K Cb] 

71J/K 7 _^^y [ b ] i-^yy* Cc] 7U/K 3-^/ Cc 

25 ] 4 Cc] 7!)/K 5-^/ Cc] 7U/K 6 ^/ C 

c] 7P/K Cc] 7 1I/V***rfb^5. 
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10 r^/v^^H LTI1 ^7V7*y y-l->T/K ^7t!)y-2- 

15 r^^-T-^^/uj Ltll 1 — T/K 7*^^=^-2- 

r^tFD7xt^/H ilttt, 2,' 10-i?tFn7it^-l 
0 — f/K 2, 1 0-'^t Kn7xt'^-1 0--< yf^Wf 

r^-<^y^-dr1f-^t 0 =/W i: UTI4> v^^/ [b, f] [1, 4] ^"^ 
f"tffc°^-l 1 --f/l^^Wfe;ft3 0 

25 r^/^iJ-v^/uj i Ltit 7x;Wy-io-'f/K 7x/^t 
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rfjy h £ L-cte, f/y h 1 — f/w f7y h u^- 2 

[7x;*W=^j i Ltii, y^y v- 1 W/k 7^y* 

10 Wy- 7x/^rtf^y-3-^/K 7x7 W^- 4- 

^-3, 4 -^/K k°y^^y-3, try ^5^-3, 4-v 5 

15 r^iic 2~6©Mf fc«Mo7/^i-yj t tfRtfs 
^/^^v^, MJ^f^y, ^/iol?h^ ^/vtv-v-y, 
7^fy, 1 —*f-jv h y yy, 2 -^fvn* y ^^^^ ^-f-iv^ 

fyy^^iff,ji5o 

vy, TF7^ry, i->f/^y/fyy, z-^f^MJ^yy^ 
i^/i/x^- yy, wfyy, OT'pWf^ ^vtt^vv 

25 2~5©si^fcttM©7^7-^yyj tL-cf± % _'W^.tf, -c 

H=CH-. -CH=CH-CH 2 -, -C (CH 3 ) =CH-, -CH = C 
H-CH 2 -CH 2 -, -CH 2 -CH=CH-CH 2 - -C (CH 3 ) = C 
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H-CH r , -CH=C (CH 3 ) -CH 2 -> -CH=CH-CH (dH 3 
) _ x -c (Et) =CH- -CH=CH-CH 2 -CH 2 -CH 2 -, -C 
H 2 -CH=CH-CH 2 -CH 2 -, -CH=CH-CH = CH- -CH = 
CH-CH = CH-CH 2 -4gt35S*»fbn5. 
5 rft*ft2-5©E«*fctt^tt©T/l'^=^^J fcbTtt, #JxJ^ -C 
= C-, -C = C-CH 2 -, -C = C-CH 2 -CH 2 -, -CH 2 -C = C 
-CH 2 - -C = C-CH (CH 3 ) -s -C = C-CH 2 -CH 2 -CH 2 
-CH 2 -C = C-CH 2 -CH 2 - -CHC-CH (CH 3 ) -CH 2 
- V -C = C-CH 2 -CH (CH 3 ) -C = C-CH (Et) 

10 tfbtiSc 

r^ii( i ~ 3 ©fit fcfiMor/^ axit 

15 -CH=CH-, -CH = CH-CH 2 -, -C (CH 3 ) =CH-Wb 

-CsC-CH a -*S*«*b*t5 0 
^ (I)' (VIII) tC*5V^T, R 2 £R\ R 3 tR\ R 8 fc-R\ #£T* 

20 R 7 a 8 li^Wo-c v m&K, wWm* ; ^7/ ; t Kp^> 

25 V^*« 1 ~ 5 <DE#(£ Att£«©7A'*A'*fcf±£*8: 1 ~ 5 (DUm*f^i 
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R 2 tR\ R 3 ^R 6 , R 6 tR\ teXV/StcKR 7 kR a 1>m*l&f&-tZ> 
R 7 bR B &m^Xm*rf&-tZ>. (la) 7b^ (Villa) : 




(la) (Ha) (Ula) (IVa) 




(Va) (Via) (Vila) (Villa) 

R 6 tR 7 ^|^oXlW^ TfB5£ (lb) (VHIb) : 
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(Vb) (Vlb) (VHb) (Vlllb) 

R 2 tR 4 WotM^t5, (Ic) (VIIc) : 
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(lc) (He) (IHc) (IVc) 




(Vc) (Vic) (Vile) 

HB5& (Id) (Vlld) : 
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(Id) (lid) (Hid) (IVd) 




R 3 irR 6 ^^^oT»^W-r§> TIB^ (Ie) (Vie) *3<fctf (VHIe 
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IBS: (If) Tbm (Vlf) : 
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R YY^ 



(Vf) 



(Vlf) 



5 Kpdr/yy, ^yyf-r^^y, ^/Vir^^^y, *<vVJr^^y, 



o o o o o 
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5 «*#.fc0jeF*LV\, 



10 ^u^fy, v^n-^:/^^ \i°u])^y, t^7v?^ Jfc* 

^a^drf-^, i/? v^-??>. y t'py^y, t^y.v^, ^r^, 
15 tr^ys^ **tr^5i?^ ^*y^> T-a-sM'tty w^ajfctf feft> tf 
*<y wtm* 

R^fCtt, Tkm^s 7y*B^ iftam*, ^yypt'w7 7 = 
/K 6-t (4-t Kp^v'7x^) s<>"/ [b] ^-fry*. 

20 R 2 ,i:LTte, tR^M^x U'b^A 7i=;k 4-7/^p7i=;K 
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R 3 Hm fcmm + s t'f-'K 7*-*. fcSVMiR 6 i»ot, t° 



5 R 4 <bbTfi, TkgfUfiTs fc5V^iR 2 <b^^oT, 




R e £bTfi, TksifJjjHS -^vvK v^>^^/K R 3 

R'tLXit, *iJI?> *?vK ^=¥^/K v^^^K R 6 

15 i^ott'p!)^ tvy^y, fc^7^y, i -^^t^^v 5 ^ .1 
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5£ (I) -eS^iiSft^O/fift^i: Utli, 7,n{f^tv (Suloct 

idil) 3QSW&ft5o 

5 (id -cats^s^ttoffaft^^Jt 7^^v=y^ (fendi 

line) #W bflfto 
& (III) iUTfi, ^ (nib) *s»*LV\ 5S: (HI) Tf**ilx5'fb^4fc 

Wffl^WIH-Ctt, fc^^K (Pimozide) ^Wbft5 0 

(IV) itm ^ (IVc) > ■* (IVd) 3=fc«5*; (IVf) ##*LV\, 5£ 

10 (iv) -e^^tL^^feiw^ii^^WJ^ LTf*. (Fiu 

pentixol) , ^ n A^P ^ (Chlorprothixene) t. 1ttt tV ^^r"fe ^ 

(Pimethixene) &;h/3„ 

5 (V) irLTte, 5t (Vb) N 5$ (Ve) 3fctt:& (Vf) LV\ * (V 
) X^fh%fc&m<DUW£^m\t UTIt ^JJ^/V (Bepridil) % 7 

15 y^^^V (Flunarizine) ^tc\ttt^\fy (Loxapine) 

6 (vi) tuft, ^ (vid) ##*lv\, (vi) -v$t£fnZ<k&to<oft 

Mttffrfctok LTf3u M)7Pt^7^^ (Trifluoperazine) ^^tfkfrb 
5, 

* (VII) tUTfi, (Vllb) a (VII) T?*$*L5fb£'W 
20 ©M^^J^Xft. fu^yXfy (Cloperastine) ^flSpfcffeft* 

* (VIII) £LTtt> 5* (Villa) aS#£LV\, 5$ (VIII) T'*^5^ 
*©flTS**frfflfcU"Ctt, l87P^7iy (Raloxifene hydrochlori 

de) w^wbna. 

25 ^ (I) Tbtt (VIII) T?*$tt5^*©fl&Off*bV^«i LT, 

tfS (I).75M5£ (VIII) KfcV^ R\ R\ R\ R\ R 5 , R a > R 7 * 5 
£t>*R 8 ^-f*L^lo£, ±ie£itfCttx.T\ ^ (B) ~ (D) : 
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(B) (C) (□) 

* (1) fc*5^T\ Br i dg e'ilttt (la) *S#*L<, R'^U 

a £ Ltli7x^/«S LV\ 
5£ (1' ) fc*3V^ 0*^tt»tt5£ (1) £|BJ«T?*>5. flU R 0 a 
R 4a \ R 5a ' feit^R 6a ' (DV^'iFfo'd* lo^, ^ (IB) ~ (ID) : 




(IB) (1C) (1D) 

10 (ct, x oa ' i*mm&± ~5<D%mtzitti&t&<DT/\'*i'*&7F-t 0 ) a»e> 

S; (2) fc&V^T, Bridge 2 ^ UTt^riS:* 
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u p7i=/K 4-7/^P7i=^tU, R 2b kLXl*?*. 

S (2) LTtt, tr^K (Pimozide 

) , y*y*1-9*-fr (Bifonazole) „ yjV^WV (Flunarizine) % 7 
10 (fendiline) , # u^y^f-^ (Cloperastine) /&S£plfbft5„ 

■£ (2' ) K*5V^T> #*UV^«t4* (2) fcp«-c*>a. <au R 4b ' 

, R 5b ' jo it/R 6b ' OV>i"tL*>lO^ % * (2B) ~ (2D) : 
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(2B) (2C) (2D) 

X ob ' fi^^l - 5 0S**fctt^ft07^VV **t, ) 
fca#a»b*&iSft*iK^*3tR*fc#* LV\ 
5fc (3) K^T, Br idge 3 t Lttt (3e) #0$ L < . R 1 c t LT 
5 |i7x^'iif|L<, R 2C iUll7x^V«L<, R. 3c <t LTfif 

* (.3) T^tb^b^^M&I^Mi: Ittt, -<^y (Bepridi 

l) #Wbft3 0 

it (3* ) jc*3v>t, »*u^in«tt* o) tmmx*hh 0 ill, r 0c ' 

10 , R 4c \ R 5c \ R 6c ' &cfctfR 7c ' Wftlfrl S (3B) ~ (3 

D) : 




(3B) (3C) (3D) 
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k (4) K&l^T, R ld £LTtt3, 5-^o*-4-k Ko#^x 
=/K 4- [2- (^y^y-i-'f/i') znb^] y^^/l^S 1 ^ U < . 
R 2d £ LXti2-=.7-A~<yy [b] 77V-3-^f;K 2- (4-fcKn 
^v^^/U) -6-k Ko^-V^yy [b] 3 ->f b 

V\ 

* (4) -tf*$*L5^*©#ate*#«!li: tttt, il7n^7^y ( 

Raloxifene hydrochloride) , ^yX^nvay (Benzbromarone) i^ff 

* (4' ) fc*5V^t\ #£LVNfig$l{« (4) £HWT?*>5. fiU R- 4 "' 
*J,fctfR 5d ' <£>Vvf*ifl»loflS % (4B) ~ (4D) : 




(4B) (4C) (4D) 



as*, x 0d ' tt«**i-5©ia:**fcH:^iftor^u^Sr*i-. ) *»e> 

S; (5) fc*5V^T, R lB £ LXfi7aic=/K 2-^PP7i^vWtt 

5fc (5) X'$i1SflZ>{c£®(Dftmt£&fcmb LTtt\ (Prazepa 
m) „ ^ o f-T^i '*J* (Clotiazepara) /5 s ^5fbtV§ 0 

5£ (5* ) fc*3V^ #*LV*««fi5£ (5) ^IsJ#X'fo5 0 tU R 3e 
' N R 4B .\ R 5e ' SoitfR 6 "' (D^-rtlfrl-otf, * (5B) ~ (5D) : 
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(5B) (5C) . (5D) 

(5£<k x 0e ' f±iSi**i~5©ia:«*fctt^tt©r/^wsr*-*-. ) a>£> 

5£ (6) Kfc^T, Bridget LTttiS; 




5 O 

.4- (1, 1, 3, 3-fb7^) 7x^/K #-*?7K 4 

-i//;- 3- m; 7^n^^7*=^*fctt^: (f D : 
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k (6) •V&£tLZik&V!KDlfr&te&»mt Utlt (Suloc 
tidil) „ ^<>-ifhnr>A (Benzethonium) „ fcfjfr/l'^ 5 K (Bicaltamide) 
% ^yXfTv'K (Benzthiazide) #^}fbft5 0 

s (6' ) ic&^-c, ff*tv^ii«w:5a (e) tn^-cifeSo <au R 4r 

5 fcit/R 51 ' <^-fft^lO#, * (6 B) ~ (6 D) : 




(6B) (6C) (6D) 

X or tlKlft 1 ~ 5 OtlStftdSOT^ l^^t^t. ) a»b 

^ (7) ^*5V>X, X 12 iLtlixfk^JU, R ls tLT»7x 
10 ~/V> 4 — >f ^7i=/K 4-7/I/to7*=^j?*K, R 2e 

6-i?J^tm£^<, R 3t tLTIiWty 

* (7) 'K?&iStlZiK&®<D&mftM f #mbLXft, $.1-79 y (Minapri 
ne) b*l5„ 

15 A (7' ) K*5V>T, ffSLVMftRttSfc (7) ^lTt'&5 0 {& u R 3 8 
R 4e \ R^'fcWR^'Wf^lO^ s£ (7B) ~ (7D) : 
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H0 4 




.0- 



(7B) 



(7C) 



(7D) 



A (8a) ~ (8j) fcdSV^T, A 



3 _ ( Ni N-^f^7 5;) ^ot^fy, 
10- f/K [b, f] [1, 4] 

H3C..CH3 



1?' 



,3h 





H 
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A (8a) ~ (8j) •C***L*ft^*©#»**#Wfc tTI±> H^ot 
/<7i/y (Trifluoperazine) N ^ p/l^n^^i?:/ (Chlorprothixene) N 
f^^dr-fe^ (Pimethixene) , /V (Flupentixol) „ 

5 77^5^ (Clofazimine) % P^rf-tV (Loxapine) *f£ if £> frl 5 „ 

5£ (8a' ) ~ (8j* ) K:*5V>T, ff*bV^«ttS: (8a) ~ (8j) Wife 
T&So <&U R 3h ' > R 5h ' &£tfR 8h ' ©V^tb^lO^, 5£ (8 B) ~ 
(8D) : 




(8B) (8C) (8D) 

10 (5£'<K x oh ' HKXft l - 5 oI«*fctt»fto7^*i'yfc*t. ) 

S (9) fc*3^T, R 9i t bX«3, 4, 5- h y ^ 3 

5fc ( 9) T'^ftS^^MfrJt:^.!: ttli, ^'^t^ (Res 
15 cinnamine) , J/Pv'yit'y (Syrosingopine) fl^f bftSo 

sc o* ) icasv^-c, »^bv>«fi^; (9) fcnatrcfc*. tu r 61 ' 

jo«tt>*R 9i ' ©V>i"tL^lO*S % S(9B) ~ (9D) : 
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HO4 




,0- 



(9B) 



O&tK x oi " r±ft*fti'-5©iB:il*fctt:^«E©r/u*u>'4r*-t-. ) *»fe 

a; (10) fciSWT, Br i dge 10 i:Uli (10a) *ffiU, R llj 
5 t LXltt ( j 2) 



Bridge 1 ^^CHa 
H 3 C 

(5fctK X 14 lWy/atVK ^fVT'f/K s e c -^/l^fcte^^A' 

^ (10) Tf«*ix5ft:^«©flFai«;*#:Wi:bTtt, 
10 /U:f 3 y (Dihydroergocornine mesylate) \ J is/lsf&itt Ko-o- 
oi/Vrf^ J) (Dihydro-a-ergocryptine mesylate) N ^i/^t F 

D-^-x/l/^ JjT'fy (Dihydro- /3 -ergocryptine mesylate) > ^ fA' 
K^t Kax;Vrf^Mf y (Dihydroergocristine mesylate) tf^ifbfo 
5 0 
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s.do 1 ) cfc^t, fr^L^mmitt do) i:TOx*fos„ <&C, r 

6i ' *5«trJ ? R lli ' ©V^Tft^lo^ 3S (1 OB) ~ (1 OD) : 




(10B) (10C) (10D) 

(5£cK X 0i " fiS#ftl-5©(i*ttt»«©7/u*l'^S:*t. ) 

S (11) K*5V^ R 12k iUli (11a) »Sff*U<s R 13k £LTte 

i(ll) -C'^^tbS^^^M^^^Mi: LTIi> **/*/n-/w (S 
tanozolol) flSiptf 

10 5* (i i' ) ^4oV>x, 0*uv^«f±S; (ii) i^ircfcs, teU R 

6 k ' £5<fctfR 13k ' Wf*Ltf s lO/55, ^ (11B) ~ (11D) : 




(11B) (11C) (11D) 
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(I) Tbm. (VIII) , 5£ (1) (l l) fc«fctWP£ ( l ' !) 7b 

m (ii' ) 7?**>$tL5^**i»#L-r*iBM<b^i^i"5-^ , b*>5. 
(r ) M (ii 1 ) -exbisfrzib&tott* 

5 -c*>»k hmgc o Am7tBmmmfcm\z£%fa**^xy L v-*&Tft% f £ 
Lxii^int, flj^tfasasgafc (flifctf* ttEttiL Hlfc7KSfl£i£, 

10 U^Kffi^) , *f«lfeJ£ (0»Jx.^ WSfe^ MJ7/PtD^ =i^*B&&* 
15 2. ^^J-^M, jaj:rmfeia^^5^ 

^ y v^gjfc J; ?) #5,Ji5NC S * *sW$$k& : *<D%&*m$& 

n c s 9 w iwf?rii fc mmx*h v , mfevmm* 
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5. 

^ y-^^&i fi, »|3I^n c s ^ y/^ f fcii 

$&^®&5l4R-t-5 - 1 £-a ncs^ wmtoMtotefc&'tzfcR 
n c s * mmmmmmm-r^B^^B^mmm^mm^^^ 

25 2. i. i. NC_s^^MM^±£23MMim^±M mM^M^K 
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^tfcotW< , 0flaiH »JL ^^^S^ ^T^K, W 

-mmmx-te. y~~>mmi tibois U) , (t>) & 

10 t>* (c) £^tf : 

(a) »#3«&nc s^y^7W»^t5ig ; 

(b) »^)«(D^T^^t1-^^^v^^«©Mv-<;v5rSU^b, gEtttfig 

. 15 ( C ) ±i2 (b) cotmw^&^x, nnmmi'^'w&fc* 

±IE (a) ~ (c) (DJLU&Gttfefa*. Mt^i:x r^fef^Ij 
S * W^fif^ftf fc5 c s ? w^K^jawiBM 
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N C S 9 W<*H&»»Rrt6fc*M&f±, NC S 9 JC 5 t <OV 

hzmmmfezti-r. Ncs^v^s«»^©tt, ncs* 

^loig (b) "Cft, a*»K©^F«ET^i3»t5SC^^^K©«fiB 
©-T?i4ft<* nc s ^ w^S©fl*ro7-f y7^-A (PW&rf* ^zfy-i^y 

(c) -er±, »^w^fr©«iB>^o*ft*t>^fe+* 
WI«^5„ tt*w<*Ko«fc*t>fc&llft*^«tt* ncs^ 

25 c s ? y^^ft«»3l»fcMai"5^A*fctt*ffi®W»»z5&ffl-T'fc 9 #5., 
Sij<£>H«fi-ef4. ^^y-=y^*«fei a 14, tibwx® (a) „ (b) 

(c) Sr^fr : 
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( b ) ttfttofffr&tt S -HrfcMK^tt 5 N C S * K3tfi^W*S4 3r 

(c) ±15 (b) ©j*;tMg*K:*<5^T, Ncs^^^ftate^©**** 

±|H (a) ~ (c) ©XS«r^tf*ftlfe«r, Kl^tt r^ftlfei IJ £ 

10 ^&ffei ioii (a) MWNcs^y/^IiWM5: 

£,9^ — # N n c s ^ y Sifif ©ife o^i ^ f B llW ^1 
20 Ncs^^^S3se^sr^t?»m^riB*«imiaH:, ncs^^^ state 
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isi2kb p *-e©««, fc^vM^i^^&M^&v^ i &± 

ntfJ:<, MiliGFP ®^S^s GUS (fl-^* 

a^^-if) itfci\ LUS ^) flUS^ CAT {Wy &y 

15 ^-^KTirfvi^^*:?^:?— if) Jte^W^^b^*. 

n c s * >v>°* nmm*mzimw&. ^mmmmm^m^mts Kit w- 

20 swftte^pfltiH^&am wncs^ ^9 %$L&*<D%&m#<owffi\z. «t 

wrm tNcs^ Rjtfi^©»a*W£^fiBfc»iis * £ ft* 
^vNbns»ii&©«**^fc*tTai£3iW*ft*^ w*-^ 

25 ^J5~2 oroO^^I^M^-atfS^^Jtite (MEM) , *Ol"<v 

(DMEM) , RPMI 1 6 4 0igi&, 1 9 9 J#Jfifc £fT?*>5 0 
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tf mmco p Htttt 6 ~& 8 1?& 9 % 3 0 ~#J 4 0 ^CT'fc «9 , 

^jfeffei (b) -m, 3fef, W«^^fctt^^ ( « N 

#J;itf, NCS^W^fil^cMSrSa^'iMt Lt, NCS* 

#ifcfc.J:&S!Jrc?tr5. »JS*>& total RN 

10 a^iil, rt-pcr, ;fy/nyf>fy^(a9ilf^#5„ * 
fc, siR»oi§5a4«, «^»WM£iMU &^¥ft¥feKJ:9$J£ 

ELISAfe (Methods in Enzymol. 70: 419-439 (1980)) % 

^ o * Kate-^te^fiffi^^t-^ ^ x i/ * - r v ± 4 % ~*tffi t -t s mm z m 
20 -fv'y^uTyF) »csH-5*ai:*>5v>f4r>r y7*-Ano*ait^a 

Jiaic^tSNCS^y^ftOlH:, gfls^©^^J:OS!l^t?#5 0 #>J 
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5NCS^ jtoiSrSuret 5» 

*Vv?, * *fc»J&tfc 5 N C S * K3te^ ©38^, 

ftrt*. tfcftttft&gfti! * tir&^*f!I« CfcMtSNCS? ©38 

•0*>oTt>J:V^ Hi^M^, satt©*^bR«F»-«l«Ufc38M-cfc 

10 

#}fe|fel IOIS (c) T?tt, NCS^W^^SCitfi^COlSmfi^PtiS-t-S 

»%K^ii^$ti5 0 ncs^ y/^I»o^Wiitt. 

^ RfR^xife H jS-t" 5 fEffl ©P« K# ffl *> 5 » * » 
15 Mvmni&M-ete, y-~yyxmi af* % tie^h:^ (a) % (b) 

( c ) Sr^tr : 

S; 

(b) tt»^s©^v/>'^jr^*fi-s^tBS:aijS-t«n:© ; 
20 (c) ±|B (b) ©fe*fc£<JV^T, tt^x^^jt»cis^flB*^ri-*tt»»K 

±12 (a) ~ (c) OXgSr^tp^fellSr, fcKfcjSX-C r^feU I I ij 

Jjmt&l I IOIg (a) tt*»K36SNCS^^<^K*/tlttJt©aE 
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C S * ^/^Sil^^^mM^^bN C S ? K&HMBi • f*8h?* 5o 
L^Lftd^ Bit, §I^i(CNCS^^7l5:ilU *tt, * h 

Ncs^y^i srsais-t- z ft $> \z itfe^m&x.&flf k ± 5 m^- * 

* ^ ft ft ±Jfc <A® 9 "C S o 
#feSftl I KOII (b) tftt, i^y/^fl^t5tWlo^^ 

3B£tB©WJ£W\ «^Ltf, SEC/MS (t^X»n-7^77^/ 
15 KS##f) felCj;«3fT^#5 (Moy, F. J. et al. , Anal. Chem. , 2001, 
73, 571-581 #RS) o SEC/MS^Tii, (1) «f« Lfc* 

Ltt&mik4k'BtVdW&*m\i Lt«, ^ItcDifc'B^ t^y/^RfcSrSECt? 
^itSIgi, (2) ^y/^I^Btt*ti5^f^«MSiaot 

wsi-*«wiai:*fe«i*aft5. sec/ms» ^w^k> tm* 
ec/m's fe-efi, tt»«jK©^^^sri-*ri"5^tB©**e>^ *w 

25 i a c o r e <£ <9 fj*>tL#5 B B i a c o r e T*fi> ^ y bfc * 
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^i^tt5t»I^M^5. B i a c o r e T'tt, 

* (Quartz Crystal Microbalance : QCM) & N ~ ETO^StF (Dual 
Polarisation Interferometer : DPI) Coupled Waveguide Plasmon 
Resonance 

10 £ftfcH£#f#0£#£*fi!fc* $5,^14 X^S«3t«P^ Nuclear 
Magnetic Resonance (NMR) £tf k^5 0 

Sfc, ^^Wffl^tc^tTfis N C S ^ y/^ fiM^I5: n y h p - 

15 y/^ ii«l:ftS^I^4^fe-e$> 5 , 09*.tf, *^^5C> 

i?>\ y /V^y^^V — ^> ^77^?y ndrf-t°>\ U'J^S'i'f-S 1^ 
n dt \?y, t i/;V^J t K d ^/u ^> ^ vv^^ t Kn-a- 

25 Knai/wrf^ y 7,fy, ^^y/n-/K NC S $ y^^%\zM"a 
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its Wirt, h^w^, hy^^r^ t°yv^ t^y^ 

5 ^?;-;uy*y^ ^^;^7$y, 

», *fc**SK awu **u u^w , *«» ^ 

10 #^80 , ^sttT^yi (09*.tf, r^s?-^ ys^ ^^^^) *fc 
tt&ttrs^ife 7^^7^yi, y/isfiSfm) tKD&ftH&m? 

^ n c s ^ y/^ 1 ot^ y 7 1 - a wz.t£* 

Sfc, *£^fg©PJ£te> ^^y 7^ t>T*#5 0 0>J;U^ 

S'JSf±, S BDD (Structure-Based Drug Design: SBDD) , CADD (Com 
puter-Aided Drug Design) t3£-3V^Tff *>tb»*. 5 
20 ^^©^Ji: LTIi, ^/V* ? 3 — =■ de novo ^ 77^^ 

-,-7^.^.^.^^ QSAR (Quantitative Structure Activity Relationshi 

p) kZ&mtf fetLS. ^©<t5*^^y- = ^«i^^KS^ & 
xftftAff *f , JMt^«*©*5WWifcfc J: 9 uw* ft b 

25 tf^roffi^R^ffiffi^tbs Al flMSat^JUJ LTV^^ftbtf homology ft, Thre 
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5 &7°P ^7 &t UTfix 0ilx.fif> Dock (Kuntz, I. D. et al. , Scien 
ce, 1992, 257, 1078) % Go 1 d (Jones, G. et al. , J. Mol. Biol., 1 
995, 245, 43) N F 1 exX (Rarey, M. et al. , J. Mol. Biol., 1996, 
261, 470) , AutoDock (Morris, G. M. et al. , J. Comput. Che 
5 m. , 1998, 19, 1639) , I CM (Abagyan, R. A. et al., J. Comput. Che 
m. , 1994, 15, 488) fc^Sajfetf fe*l/5. 

xmrni i ioig (c) t?h:, ncs^ i/s<?n-£tztez<Dmm?^s<? 

10 ^fctlllKl NC S ^^^ 0 ^K^W»^Mii-r6^S^li^^WfflT* 
(b) XtT (c) ^T^tP : 

(a) ttftftK* KCS9W'Rt&G i &®'R*. NCS*^/<*K*.fc«:* 
15 «^y^lM^5lg; 

(b) lMI«TC^ft?)Ncs^y/^S^ttftW^^^l 

(c) ±15 (b) ©Jttt*l*H:aE-3V^T, NCS^W^IMftW^ 
JtlB (a) ~ (c) ©lS*^tP*ft«fc«r, ^l^tt r^jfe»IVj 
^IVOIg (a) T?f4 % J&RfeSL NCS^y/^I^ttTO^ 

25 mmmx, nc s ^ sMfei^i^ si^tsiiit 

Ncs^y/^»»1, w^fC©^^ Off 
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5 

*SiIVOIg (b) ffi> »*»R©£fcTx NCS^^S 

fTfc*L#*„ LtzN CS^ Jt*t£«i»K 

20 <, nc s ^ y/?^Soi* ©7>f y 7 

&v>T\ fl»*jr©#£Tfc:*Jtt5N C S * >g&&&WW<D&* 



WO 2006/043710 



PCT/JP2005/019645 



106 

^fSivoig (c) xn, n c s ^ y I^MI©^^ I 
^^=y^ftuit (d) ( i ) mitlZlntc&mVoW&ncsfi' 

20 &m^ms&%^ifetefeM*tz\mftmmM<DmM*m%&x%% 0 

hxz% 0 c\com&, Ncsfy'*?nm&*(o&&-sk<D**t>-r. ncs* 
^*sc©3§gifi (fluff, tt»wir^Js;4-§^/s:»te©0f^©«a«i*^«»« 

25 IfttLtll, Mx.ttfs 7vhs ^^-^/I'tJ'K friJ-^x 
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5 ate, NCS?w^W»litS«S (^Jx.tf, o 
g. i. 2. n c s ^ y.^ f if fi^c^i t fettaife^ll L#^^ W 

^M^y^ibii, ±JELfc^fta&i~iv©iI (c) \cio^x 

a* SrPffi * 5 v n fitt»%Sd5 NCS^^ g^ftSS 
25 ffl) W^toffc^s. lot, 7^-^y«i bf±, ttfttoff 
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fciig-rstf^ nc s ^>/^f iwi^^iit*tlif 

fc^^y-^^^^^I a©l6 (d) ip]^[rtT^tl*5 D 

10 tfcriNCS^^^^KWWKtt^Bt^-t-Jiaf^fflSr^rbx j.oncs^ 

2. 2. nc s » w^f^cgaataMSriainsiif y - 

15 n^frfe (^^U--V^fel I) 

W^iI^n c S ^ w^f Sfcfi^: o^i^ K^t 6 

n c s 9 ww^mm<o^mtmm \,n%frm**&®rt* - * fr* 

20 jM^JJ-^y^ifcSr, fcllfcJ&DT r^y-^^ifci IJ t^HS- 
-3Mfc»«T?tt, ^^y-^^^Si Itt, TK©Xg (a) , (b) £l 

S; 
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ati-sas^ft&sifcu ^t^^i^mTi^itsN c s ^ >^ 

(c) ±!B (b) ^JtS&^JfM'S^T, NCS^/^IWW^ 

±.m<DJM (a) ~ (c) ^t^iSite, rNcs^y/^fS^ 

V 6 „ 

y-~v>/^}£ I I fi, #jx.f;£, nc w^Stiifc^Mii1-£$l 
3. Wffi^l 
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N C S * M^©5SmXf4«ieSrPffl5-t-5*KSr^^r L 

Ncs^^^Kae^^axttattSrww+sttK^ ncs 

fiy*9K&&¥<D%&.*1toMi- V ft &* Milt NCS?^ 

10 tsr^s. «o-c, *a«r#ww-f*»«t4, atfi^oie^ mwmm. mm. 
mma*. iics?*s<*n&m*<D&%L&tomir stint ^-m. te^w 

nc s 9 v*t%tt*<»tt*VM1r*ti9.<oW^ n c s * >^ Kit 

20 *. rr^-t^**j i»> iftmRNA mme&mm * 

25 liDNA/RNA^^X'&otfeiV^ ifc, ^»7yfty^i 
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mm (!)>«-&o.p = o^p = si«) ^2' -o-*^)vm.m<Dm^ 

5 3 C 

r ^*mk<D& £ it, n c s ^ wiktei-cDm^mm t 

t \z £ V > n c s * Jtatfi^ t> t < te^TOiftllrtf ©TOWfl* £ ti 
15 f ty^iti LttU ^^tf KMt^i^ft, ^AtJiB^iJteNCS 

^y/^H^OmRNA©5' K«^© C5MJ£ X\^mi~ 

£bK> ry^-fe^M?^ NC S ^ Jtl^wte^S* i: ^ 
. y #4 x\,xmm*wm-rz>t£rtxtt. < , :«dna»ncs * 

20 fmfc^^LTHSfC (MtV^*) £0$U mRNA^?^ 
PI ^ L # 5 t> w X h o <fc v \ 
NC S ^ y^^ I»©H^^0Jt5»f NTCS*^* 
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«fc«RWlffl£tt i 8rW'f"<5IR0 DN A* LTffl^ £ fe^ir-f 

>f ^©«JfettRNAfc:JLbft5*A'7*:/7'f ^^RNA^ifo 19, 

WAifSrHT^S [Nucleic Acids Res. , 29(13): 2780-2788 
(2001)] „ 

&vh\ ncs* i/s<?W1&fc*(D%$LZ®mirZWMt iter Siftfi. 

15 JS^T?fHftUfc^*y ^»^^^HS-&*W-t-5*!? rO^i^^K (S- 

^fiijte^tt^H^^^-t-5^i:^{j:-i5[LTV^T%J;VN^ N NCS^ 

N C S 9 mMfc^ ©*a*#PWi" $ b t-S'J W^iJ ft „ N C S ^ 

J"<*K3H£ : He^jg'KK fflMHfcttmRNAfc U< fe^M^M^ <0 ^ — KM 

*it!J.^RNA, V^^5s iRNAT'fcSo ffiV^*<SRN A. Sr*BJiart ^ 
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(RNAi) bmttiz&Mtit. &>m*b&&. ia, mm$£x*%\bti^^tz 

[Nature, 411(6836): 494-498 (2001)] , V #if <4 &<Dftm&ffik 
B£*lT^5„ s iRNAiLtlf »I^^tfct)©MT'# 

miS©DNA/RNAi*j£#« (7/7^f K • /"W ^^7AX|i, 

T^f&BL s i RNAii, ty^W/yny^i^DNA/RNAl 

m£*7--V &)9 0-^)9 5°C 

t*i^gMtt$^fc^, ^3o^7o°c-eDi~^)8W=-y y 

ftfi> ^(O^V^^yh (^J^«> Fab, F(ab' )2) , m&;t£i# (09*tf, 

25 ^Jx.«, #y — 7-/^^fis NCS^y/^Ifc5Wi^77^y 
h (j^5UUSC-T % '7i/jfiL?tr/^'7*5: ^> KLH (Keyhole Limpet 
Hemocyanin) 
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~ 4 masm^- L Lfcj^iit©tn:#!iii*^*p©tt:Wft#RJS*- * 9 81 

75,h N -^rj7^ N -\r=^ tWS'b> fr^^fLftWP 

10 fcias^— mmk&fc-l , |2-HI> iM^^^-^AtfjfiJu i985 

s h 2 ~4 |S&Tfc5V>ttllOSrtfcS!-5- L> ft^i£4<£>&) 3 B&fcJPM* 

NS-l, P3X63Ag8fti?) SriWjfiB^ltRB^I^tSty ^ u-t^ 
15 '^71) K-7^#5/»i»ttPEGS CJ. Immunol. 

Methods, 81 (2): 223-228 (1985)] T* t> HEE/-^* & [Hybridoma, 7(6): 
627-633 (1988)] "Cfc o X t> «fc V\ mk<D* J t O — f iV^^U^ 
^-/y K--rtt, Ji^E I A^fcteR I A^S:ffiV^5ilSi:W^ 
-fSffiflc-Sr, «*±»1»a»&*Wt5 i 1 1 J: 0 »Rt# i. / * p — 3vw 

20 ^^m^-rs^^y k~*<&**h:> ^t-bp, sfctt-r^tixw: 

25 tf r^gfeE^ (SWOT^) . Vol.6, No. 10, 1988J , 3-73280 

Jk h^bttfrttx 4-506458 WHIB 62-296890 # 

4^££r, t h£t#tt> 0H*-tf TNature Genetics, Vol.15, p. 146-156, 
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1997 J > TNature Genetics, Vol.7, p. 13-21, 1994J , 4-504365 
#4fc«U Sl£W0^MWO94/25585 #4fc«L r0^lM^^ 6 J SH 4 
0^5 01, 1 9 9 5fj , I" Nature, Vol.368, p. 856-859, 1994J , ft 
m¥ 6-500233 -^#*«r##fc*iftWtf*f * r. jjs-ctr a 0 

10 £.£*s«T?*><5. NC s^^^KJte^oaWB^WJIWIi: 

W$Jt5M t fen Ncs^y^fcF^ty^^f^m & 

NCS^^^I^) K^tyf^^f^^I<*i:lt NC S*^"^JCK 
K-r***lcagft**Af 5 - ± o r £ 5o 

»tb-ctt> #JxJ^ EF^y $y*M/Wbtt4fc» M 
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#p r^y{ju^ L T R, 7 ^^^fli^^f/I^^. L TR, M o M u L V & 35 L T R „ 
25 ?A»fl!<, ##S«BJISU-t>SA^tfcT, l.o&&«M& 5 il LIH^IJ (I 
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y wmtoMtor- *) ft z MZ.&TY/i''** fill's t°-=e^b\ t'?^ 

P®^iJUi> N c s ? ^7l»©^$xi«i^l®t5»I^^^ 
WMlM^isfc&Zfefck UTte, fll*.^ ^3*tx ^=?K 

/i/t;i/P-^, jjfy/Plf/Hfn!) h*y, 77^7^, #y^ 

20 ?\ $S6**?- b y yy^/^^, ^^^v^A^j&i^k 

o^ffls t^y&t* ^y 9 y^v ^ • t y^^^^m., rvw* 

*uyi?n%<D%&ftu $MwtTbyvj** mmm^mi-hv tv-* 

25 tt*J©£j£ffik ^W/i'P-^, #y hf^/ufp y KV, ^7T!)yS7^ 
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*ftPtt!&i»4- (fcliLtf, &T&*K ^B?r&A. ttUBrtS^-* 

10 ztiKttftMm. mm, mmm. mmtnw^^tix^-xt ^\ 

v^s, ^Ai0fefc5fM^iiUt^o. 0 0 1-^35 OOmg/ 
20 kgt?S>5. 

X«tl^^ffii:t5. lot, WflftUtiU NCS^y/^fl»tl 

25 3. 2. NcsXk^i£MaM±i^fflM±^MII^MI^ IMJ 1) 

*38Wf±* NCS^y/^IIWIIimu/iSNCS ^ w^Kiite 
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^^y s \?^i?b\ \fy*-r*s— /k 7^ty^ ^^y^, ^n^^ 

— /K ^P^TV^^ Pdrf-t°y s l^Sz^^S f„ v'PV 
^y.^f-y, * Sz/HR^fc Kn-/3 -3vu=f^ y T^i's vvi^v't Kp^ 

10 ^^y*^^ ^^;yp-/K tfcteNc w-^sc^-a-tESr^r-rs 
to L&zmvsnmft, & iwc s * u 

25 s„ 
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is6W«\ N c S 9 w^M&^<DS£m*fcf4«fB&IB® * ^ 
fcRfcECT r^it^jfelj ^B&« 0 

JCtJ;ij#6,tL5flS*4fcSriKa»-^ - 1 £#*-t-5o 

/^.JMKWJI^WfclRfcSftttv^ Wx.fi, KfieWffl^^ta^? 

n c s 9 yy<?mmMmw<DMmmm, n c s 9 v<9 wate*©^* 

15 fl*fbtt, NCS^y^^K3te : PO*3i**:W:«IB©W«iB*lfiI±U 

#5 «t 5 KSMSffrfbSft^s. n c s * :^*K«Sft3l&fc©&*ffrfbf±*fcN 

NC S * W^Kififci^PiI-t£M£P®i L#5 «t 5 HiW^HS, 

*^*J£gfttlM&©^*fMbB\ MxJ^ SBDD (Structure-Based 
20 Drug Design) „ CADD (Computer-Aided Drug Design) \Z.^^5\^X^7t> 
ft#5 0 -©£ 5ftRW"©Wfc L*CB\ *—f-^JV7,9 V-~^9*. de novo 
"f-f^ly^ 7 7-V3 7t w ^lf> QSAR (Quantitative Structure 
Activity Relationship) ft if #i£ff 6 ft 3. <t 5 ftKttORfc* 

25 NMR, Xlgliflf, »W*#W*©#JS«W«fe^J:5S[#«3i39 Ji WMt^ 
V^ftbfi*©ffifft#&E£ft, £#*&#WILTV^V<»fce>tf homology 
Threading ft«©«^»ft^i 5 »feft«*«*^ J *effl* ft*- *^ 
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s^j.^jux? y-=^-cf± % SfcteftKDT'uy? 

^0?J; ?t£Zfvyy &t LXl*. 0Hx.fi, DOCK (Kuntz, I. D. et a 1. , 
. Science, 1992, 257, 1078) .Gold (Jones, G. et al. , J. Mol. 
Biol., 1995, 245, 43) „ F 1 e xX (Rarey, M. et al. , J. Mol. Biol. 
5 , 1996, 261, 470) % AutoDock (Morris, G. M. et al. , J. 

Coraput. Chem. , 1998, 19, 1639) N I CM (Abagyan, R. A. et al. , J. 
Comput. Chem., 1994, 15, 488) ft Zftmtf bft5 . 

NCS^ Me^©*** f:(»Olil^BSt5 «t 9 ft N" C S 

io ti#5 D ;:<0®3\ mm. ±jfi©^fe* i~i v«sfflv^e>n#s- 

±$LfcSBDD, CADD<fO*ifei:4«l*«l*tEi:«rftffiUTt>J;V\ 
xxWWf (#iRtf> 7y#JR^ H^D!^ a**W*> , 

11-50 0, ^L<WH~3 0 0, it)^L<Wil-2 0 
0, m^&t. t< (i^fil-l 0 0©ST'fc!)#5o U~C«> 
20 0flx.fi, fiftSft'CVvrfc <fcV>C, ~C 8 »7k*S, H&SftTV^Tfc «fcv» 

25 ^itl~4©7/^ST' ; ey fc3^tt^S&$ftfc#/w^>r ^5, 

7^77^^^ i~4 ©r^/i'itty fc5-v>fi^fi*£ Jxfc* 
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/i^g, T^KS, ~hng s ^ hPyS4^Wb*i5, 

J:v>c 1 -CaT/u^S, sm^tiT^TkJ^c,, ~c 8 7/i^~^g, 

10 ttm^tlTV^T^ £^C 2 ~C 8 T^dr=^STfe>9#5 0 

^Tvu, ^f/K /ntf/K -Yy^PtT/K ^fvK s e c 

f/K t e r t --fTfrWmf 6>tl5o 
15 fiifeSftTV^fciv^Ca ~C a T/^^S© C 2 ~C 8 7/^-/Hi: 

Wa.fi, :fr~/K i-^p^-zk 2-7"n^-/K 2 - f/u- 1 -^p 

g&£ft-cv^Tt> J;v^ 2 ~c 8 T/i^~^S?>c 2 ~C 8 7/^-/Hir 
20 LTfi, ttll*fctt^lft«OV.^-r*Lt?t>J;<, ff*L<lift*»2~6t*!l, 
Wttf, if l-7°nt°^;K 2-7'p£ , =./K 2-:/ 

W^5. 
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b& £ n x v > x t> ± v ^ c 3 ~ c , 4 ^{bTk x at m <d % mm c 3 ~ c ; 4 m. 
fc*mmmti,x\z, mm*. z.m^t.^^<D^-rtixh^<, 

B«$ftXV^f>J:V^3Sr#*Ca'-C a4 l8ftS**M©**#»Ca~C 

5 14 mt^mmmtLxn, ma^itn^mm<omm^ -m^t^n^m^ 
ov>Tft-etJ:<, ff*L<ttft*ft3-i2-e*9, 0»J*,rf* ^nr^ 

-'X^o^yf y-l—fA', 3 — *s9 x2^.yy->- 1 — -</l<\ 2—*/W^- 
10 ^ri?^- l --OK 3 v^^ffy- 1 -'f/l') , p7/^ /V 
S («*.tf, 2, 4-v^n^*v^:/-l— OK 2, 4-v^p^=¥1^ 
2, 5 P^f-y^xy- 1 -JJV) Wmfbfa&o 

©fSSWStfeD, £?£L<fi$sg#:3~i ?T?ife5..*«^fSc 
3 ~c 14 ^m»s^Jt Lttt, 7U/K ?^~/k fny/K *^yy/v, 
ya-^f-yy/K f7yy;K ^yfr^p/K -f^/^y/K t^yy/K 
twryy/K 7yf^/K f-rvryy/K hyyyy/K fK^/y 
20 /k t o y>VK tr y 5: >>~/k . t° y w~/k f^s^/K hyrv^^&if 
^ajferffeftfi. 2fll^*fctt3«S:©35r«Ktt*ai3E©Wi u-c» % 
y^7 7-/K y^yy7 7-^, [b] jyFV/K 

y-f^KU/K ih-' r^*vy/K 'ox-f **vy/K ^yyw^u 
/k iH-^yy h y ryy/K */u/k ^y^yy/K 

yy^/K 7f^-7-;K *yw<yy/K a-tf^-y/K q-x^—v 

/K y -tf/Vtf^y/K T^y^^/K 7sy^F-^^=/U % 7*y^-r^=/v^ 
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p [1, 2-b] t'y^-zK k°7/P Cl. 5-a] t°y i^K 

[i, 2-a] try vvk >r ^/ Ci. 5- a] t°y vvk ^ 5 ?v [i , 
2 -b] f y^v>=/K s^/ Ci, 2-a] ey^~/K 1. 2, 4- 

5 hyryn [4, 3-a] fy^/K 1. 2, [4, 3~b] 

If y ?V^;Vt£}£&m-T b^S. 

10 «S:©iaJfPXH:'FfiW©**«3£^*5, » * L< 3 ~ 1 2 T?& 13 , 

Tif^S^K **9-fr. t°ay i? 

*y^/K fay^^w e^yvV, *^*y/, 

*y y ftifflWf b*i>5„ 

fcRfeSiKfcV^ Wx.«l~10«, #*L<fil~5fl, i90*b<tt 
fcfiS) ©Mil*. f|i»#©«3i©fc«>*»$n5NCS^^^IC»W** 
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5 SatSftSfNMtoS, NC S^w^fta^©«a*fcl4flRIB©i» 

15 «U#5J:5^***»*fr^«^i:«:*tP, NC S*:~<*KiHS-?K:H 
K»^ffi«r««Pi-5i5ftK»Of|J»#:ft:Hc, S BDD V CADD 
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5„ Sbfc* ±^L/:SBDD, C A D D^©#fe£ ±&^WtfcSE£ L 

-ct>iv\ 

10 4. 3. ^^^iH^fe^JH O^^iX^Bfe^ 

#38?^ t n c s * fc n^om^fc t 

20 -fSo 

S»ttHlfcNCS^/^WI»J*T?kD#, 0»J*.f^ 7WW<** 

«i^b% 7*^y^ ^p^?* 

25 Ks S^T 0 !^ FP7Pt^7^ ^a^ypf^ty, tVf^t^ 
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^U/fy, ^W^t Kn-0-x/^^y^f^, /i//^tf'Pi 
/u=r* y *^>\ **/i/p-/k fo^^liNC S * i'A**J^^^:^S£iBS^fr■t■ 
6. »yh 

-Ililtll **OT©*yhtt, KT (i) , (i i) &^tf : 
15 ( i ) SK**fc»4*©tt[ ; 

(i i) NCS*;//^S€£/cte^<D^S^/^K> K*W*fr«r=-K 
NC S* >v<*flt»fi*©3m*SI£ 

RTtefcHMS* ^s^ncs^ states ©te^fssm#& 
m^tf-, ncs ? >/<^K3te : Po*a*aOTiB*iiiiia, ncs* 

25 jSfe|cJ:5fte>ti«^*»J £#RS) . 
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#5. 

7 . gya©^ £ fcfA%^ u * * p^j^fe fe £ tan ^a±^_b 
10 itafi^tBBii-t-asAwjBfisfcttjsfiy^^©*!!^* ■ ^/b^ m~ . 

7. 1. 1. NCS»W^gjtfi^<P^M<oag^g<5<, NCS»^ 

20 #!Nje#ifcSr* rjwjg^sij t%m-t% 0 

-mMBMX*te, W£jj&U*> KTOIS (a) , (b) <5r^t? : 

(b) n c s ^ y fifef n c s ^ y f 1^1^ t_ 

25 H»i-5«IA©*fi*fcf±MRr«ttftffiii"5Xg 0 

±13 (a) ~ (b) ©lS«:*tr*!fett«:. -^SfcjtStX r^&f&vj fc« 
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£flsf***tt: N nc S * y^®*e*©£mJ^££trt&^&*IK*> 
10 MV©Ig (b) Tff4 N NCS^y/^flf5^iil^^#, » 

fcasN c s * Htl^^^MJi-r s&akha lt^s a^awffi $ 

4» ^Mig-f 6 tcfliJS LT V ^ ft V « fc*3 it 5 N C S 9 W&fcT-GOft 

ol»©llrJ: 9, nc s * w-?^S^SWISI*^-BBii■r^«A©*ffi*)«v^ 
25 tt3g3EWt6i4S:^J»fi-5ri:^^fB-CS)5. 
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*%Wl*. Wfcfrifcl SrMtff 5i 3 Slfcffl*? h^UGH" 

10 -^W^T'fi, WSffl^y M W\ £*T ( i ) * ( i i ) *£tf = 

(i) Ncs^w^jtae^jswsrwsu^^a; 

(i i) n c s ^ giWl^ii^it t n c s ^ SiS^- 

25 7. 2. Ncs^>v^wjt^^#M^aij^^^^<. ^s<^%^y^^^ 
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7. 2. 1. NC S ^ Witter O^MQWfc^oX » NCSjj^ 

#38Ef±* nc s^y/^Mfi^^itWfitS r i Htr, ncs* 

5 WJ^fe^, ^{^jc&ct rjfo^fei ij tGifr-tZo 

-mmmm-on, mfexmi kt»is U) % (b) sr^t? : 

10 BTtgtt^W#-f5X@ 0 

±IS (a) ~ (b) ©XSSr^tp^jfelfeSr, r^fef^vij 

»V I ©IS (a) -Ctt, tt*A»fe»St*nfcfefl«»fc*5V>-CNCS 

m> &J#, *!>K* »^t'^^^LV\ 
NC S"*:"<* fc^#*a^joV^T, NCS?^ 

20 sntfc^&^t?^ ADNAfc-££&^JLffl£ft5K * vrf-?- Kffi?!lK>3E& 
&jg9feU NC S ^ ^^IS^ ADN AfCtSlt 5 1 «±©DN 
AO|j|, ^ife, m\i Wx.l£. SNP, /^o^-f7°) . MW-^V-AD 

mz.t£* H-Inv DBm<D£;%i<D7 i -?'<--X\Z3£U£nX^Z>o #¥U^ 

ftfclKWfcttS^T©*^ :/©^S!<0 5*^ NCS ^ i"<*W*W3K4feteH 
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itf- KE9«oasft^*>9 n Myitis NC s * ^'^RJft6f-?©3&!R©3Mk * 

p mmmmmmm^^m) pcr-sscp c-*#iDNAjajft#3t 

&%LWfc) Ife, ASO (Allele Specific Oligonucleotide) ~f V # 4 

H-i/a^m, TaqMan PCRfe, -f ^-^-«feft *. 

#?£f&v i ©IS (b) -eii, T'fcS^s tb4fc#NCS*^ 

ifo6o 

7. 2. 2. NCS^^/^Wita^©#M©?il^^g E-j< . NCS»y^ 

-mtmmytts wzr*? vnta. &,r a) > (id = 

25 7% ■7 D 7-f^-M) ; 

(i i) .NCS^^^M^^»^Miii-6^i.tNC s^^^HJ&e^ 
t ©BI&SriB® Lfcjfcfc. 
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5 7. 2." 3. NC V/^Wjtfe^^#^g)?l l J^^S^ < - NCS^^ 

#38Wra\ NCS?i"<tm&fc*<o£m*mfe1rZZ.b*<Sts, ncs* 

10 -*jft7B«"Ctt, *IS*«feI I Itt, TIBOM (a) , (b) «r£tf: 

( a ) S&**>b£Si Lfc£#fW-fcV>TNC s * y/^ftate*©^©* 

15 Wfcfrfcl I 1"?^ &mv xfi<omfefc®i%ZhZ£M<D?'(-7tes NC 
s * S^nc s * ^^fT*»*Wlz:*r-*-Sft^tt**ft*** tot? 

*W£#ifcI I Ifc*5tf3±lB (a) , (b) <0Ig££if;fr&B&r^ $'J££ 

25 7. 2. 4. NC S^^m^fc^ro£*fr J ^7l^g^ < - NCS>^ 
gj»fc^K:lilijM-5&&<P5SlE!J xfi<DW&m*y b (ffl^ffl^y HID 



WO 2006/043710 



PCT/JP2005/019645 



134 

-ntmnttt, w&m*? Mint£iT(i), (in *^t? : 

5 (i) NCS*W<*K3te*©£fflSr«!l:£L#5¥»; 

(i i) NCS^^^Jtae^fcBBiti-S^JSirNCS^W^Ka^O 

IllWyH I I fit 38£y**©!pJ£!ntt/B$ft5£S0*>f 7 B «> 

W»^^f^^^ W^ffl^y h I I £I5I*"T?*>5. 
¥UJ£/fl*yM I I ft, NC S ^^/^KiteT-^M^ii-^^Si^m^-r?) 
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8. 1. 1. NCS^yy<^W&^(D^m(OBm^^<. NCS^/< 

ttowg^ (ttfefrifei v) 
#»Wtt\ NCS^W^Mfi^JsmSSrW^S-fc^tf, NCS 
5 9 ^^«*WK*H:H3ii-5«AM»t 5 N c S * w?* «^»^*J"T 

&glO£DT rfij^^ivj «b^PlS-r5 0 
W£*SlVtt, J^T©Ig (a) , (b) Sr^tp: 
(a.) »#rt»&»lRUfc&^ttK:*5V ,k: CNC s^y/^Kfifc^SsmSfc 

10 fflJ^i-SIg; 

(b) NCS^^^^R3t^0^m*^£<3#NC s 

±IS (a) ~ (b) ©iSSr^tP^ifelftSr. s&gfcJfttT r«V I I j 

15 «VI IOlg (a) fi, ^feiVOlg (a) £^«-Cfc5. 

MVI I«5lg (b) "tffi, NC S Kitted ©3§ 51*^ S<5# N 

20 — * £J$-8>£tl5„ NCS^^^gatfe^O^gSlStNCS^^^KSIW 

# v >x\ |»^ft*J;9, N c s ^ SiW^l^t tt^i^^ 
25 fiiSSV>) £#*.P>;h,S. lot, NCS^^^«3tfi-?-©3B3S*©»*fJ;l3* 
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8. 1. 2. NCS^^gfefe^PjBSttroftlfcfcg^K* NCS^y^ 
#y hJ V) 
10 tS a 

*m&m*y h^s ^sc^ct rflsffi^jx h i vj tm-rz. 
-mmrnmx^ mzm*? mvii, p;t (i) , (n) tistt 

(i) NC S*>^Ritfc^©3§M;£M£U#5^J§L ; 

(i i) n c s ^ y ^7 f t n c s ^ y/^ lifi^ w^it 

15 fc©Htt*IB«kLfc«fr. 

Wfcffl** b I V©m*S*tt, ( i i ) WEE** h I £ 

mfem? h I Vtt, NC S ^ y/^II»(I^t5iSf W^^flJ 

8. 2. 1. Ncs^y/^Iilfi^^«i^<> ncs^w^ 

25 OEUfefrfeV) 
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vA^%m^n^m^^>Mm^^ z n c s * >^ staw^^w-t-s 

*W^ife«r, rjws^ifevj ir^B&i-So 

5 -liWtg-m, WS^ifeVfi, (a) % (b) : 

10 _h!3 (a) ~ (b) ©Igfc^tofrSfcfcSr, ^l^^t f»V I I 
I J ^B&-f3o 

i i i ©is ( a ) tt, #*fessiiv i ©it ( a ) t mmx*hz D 

^VI I I ©IS (b) "T?W\ NC S?>'*?K3&&*<D&&V>?'('7 
WM& I F<D&m<D?4 7])\ NCS^y/^SlW»M7'i:, NC 

s ^ f iWIfet lit 5^1 icfc it 5 n c s ^ SlWIfti^ 
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5 8. 2. 2. NC S^^^^gjJt^<Q^g>a!l^^S^< > NC S£>zL2. 

10 -HWH-Cfi, JfilS^^y >Vli v KT(i), (i i) &^tr: 
(i) NC S^>^^S3tfi-?OT#Sl«:j»^L#5¥H: ; 
(i i) N C S ^ i N C S :? f 1^^ ©^S t 

■*]£JI3*!/ hV©*j*K*tt. (i i) ©gfrEWI-Wu W»yM Ii 
15 HHi-e&s,, 

its. lot, JWSffi^yhVfi, 0iJx.«, Ncs^y/^»»i 

20 8. 2. 3. NCS^W-^gj&fc^iP^MPaafcfca^x NCS^^ 0 ^ 

#3893 N c s ^ y/^f it^©#I^i^t 5 r i ^^tf, NCS* 
? Mfi* lliti- 5 ft A *s it 5 n c s * ? tm frtirt&m 
25 gtt©*J3frfrifc£«Hitt-*. 

**U^&4r^ &KfcJfiXT rJRI^fevij ir^B&1-5o 
-Illlflt, *JJ£2F8:V I tt, TfB©Ig (a) , (b) fc^tr : 
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( a ) mmt> Ltc±frmmz.&^xN c s * w^ft*e^ 00^0 * 

( b ) ^o#^^^©iii:i^nc s * ^/^sraifc^fciiii-t-a 
t*5»t 5 n c s * Ktii$»©$m£«i-t- 5 ii„ 

a m&mm^ (jfcm ^^ns,, ^ot s :©t5^ 

JfUJ^feV I tc*5tt3±fa (a) % (b) ^XgSr-^if^&f&te, £'J££tb 
15 5'<fNCS^y^Iii^»^'f^it, ^feivi I I 

WEE*? hv I ft, NC S^^^friilWSK»»c§B»-t'**AK:43»t5N 

25 &^J&DT r^j^drj, hV I j fcW-f5. 

-HJi^^T'tt, ¥U£ffl3rs/ h V I f±, .B*T ( i ) > ( i i ) Sr^tP : 
( i ) NCS^ y^^JfJte^W^SlSrffl^LftS^a ; 
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(i i) NCS?ys<?W&fc*\m&^ZMBtNcs?yy<?ni&£ : ?-v> 

wee** hv i <Dm&&m&. assns^Ncs^^^mieT-© 

ta^^yhvifi, NCS^>v^Jtafi«jj||»tcBBji-t-««ft^i3^'5N 

*yhVltt, 0iJ*.tf, NCS^w^«*W**H:BBaE"r5*J»tJ:*>Mt5N 
cs^ v/^KSlttlS&^ft^wM* irmw^-cfeSo 

: t h^ft cDNA * p-^^©^^7S3I^ 
20 Invitrogen © Gateway -kO PCR ^ £ ot, t h^i 

ft cDNA ^ P — ^Sr^n— ~y?s<??— GatewaypDONR201 £ BP £j&£-frT, 

MJ — ^ P — ^fc^fco i^yHJ^^P^y^ Gateway i/^f^W 
7**7^ -*~>3 >-^^- P DEST17 HR^nt^t'CJ;!) 25^60^^ L 

25 HS=^t°x> h-fe^BL21star(DE3)pLysS »^<** — 

AZtltz? n — ^^giRLTFrozenStock *f^SSU/t 0 7OT&&#&LBJg 
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m\zmwLxmmm&, sB«jftti^Lt*$is:ffv\ iptg^ki 

t h^fi cDNA * d-^£ N*H i s Wt^O* y*0ftk LtM$*> 
5 BioRobot8000 (Qiagen) &5V^ttACTA Crystal (Amersham) ^rffiV^T^^ 
tfCo BioRobotSOOO ti5»»Tftt, #%^l©3SmK«**»^^*^# 
Ifr^i?^ Lt y y f -AtMs Ni-NTA Superflow 96 BioRobot Kit 
(Qiagen) ^fflV^77^f^ibf:„ ACTA Crystal K «t 5 »«T?f*, 
HisTrap HP*7Aia577^-f^-fIt(^ Gel Filtration Column 
10 HiLoad 16/60 10/30 Superdex 75 prep grade # 7 A K <£ 5 -5 

lil^^ffiLfc. »M^®<^) SDS-PAGE ^^Ilts ifl^^iiffiSSrtft 

ft SAME 
15 »*f^& 

^affiH^fpi t h^Jt cDNA tv-yfrbm&lstcP^sifWkvftS.ttzR 

f^^o-rh^77-f - (SEC) fcJtJ^tffc»*£fr*fc3M5fc*Jfl 
(Hi, 2) „ J|ftWfc#«fi&©ffl&T*>6. 
20 ^y^l. 

¥-©E*iHi*»U £>5Wi, »©E^p b p (8, 16, 2 4«fc£) £r*I 
X s ? 2. 

25 Dvh/ 7 7^^IU »^y^li:^SEC«U * 
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lOmM ADA (N- (2-Acetamido) iminodiacetic acid) Buffer (pH6. 5)- 
300mM NaCl-lOO^M mineral ion cocktail (Ca (0Ac) 2 , Zn (OAc) 2 • 2H 2 0 N 
Cu(0Ac) 2 • H 2 0, Co(0Ac) 2 ■ 4H,0, Mn(0Ac) 2 • 4H 2 0, Mg(OAc), • 4H 2 0, FeCl 3 • 
5 6H 2 0)7R^ t f'T'25^M^±<D^g^^5^-eS^Lfc o *W^f€Mft 
BCA Protein Assay (PIERCE) £/8^T«!l£U SDS-PAGE LfcM£ 

WMwik&m\$. 1. 25raM fc*©*—^*© DMSO (Dimethyl 
sulfoxide) &ffcfc5VM*ft*: (8ifc5^fil6«) ©flS^Srlg^ 

10 ikik&m<DdMso®m*mmLxtes.ftmmffi^%^tz 0 tit, ra^ans 

DMSO (Dimethyl sulfoxide) V N fc„ 

11^14, E S I ^n— :/fc$M(rLfc LCQ-DECA XP (Thermoelectron) 
fc^ttQ-TOF micro (Microraass) SrJBVTfTofc. LC *°^^fi 

15 AgilentllOO (Yokogawa Analytical Systems) N tf"— MJ" ^'7 P 7 — — y 
i^** y Life HTC-PAL (CTC Analytics) Sr^ffi Ufc 0 

384 ft* fc'^yiN&ffiWcS ECSt'^ =l~7J /U?—100 
(Whatman) fcftjftg* 10 /z L © Bio-Gel P6 (BI0-RAD) &?E*U milliQ 

*"C»fl"**fct>©4rSEC*9A4 LTttJBLfc. *VA?*K«r£3;&v>y 

20 7 7 V ISfc ± t>' 25 M M ^ Stfp 13. 3 m L ^ #25juM$t 

m<DmM&4k&y>)(D&mikWi (5% dmsotK^ISQ o.7mL iSra-frU ^© 

9 M LSrSEC^lf^*7AH:^ffiLfc. h = h 5 >^£#& Ufc 384 ftU 

h±KS EC^ fcT^;&?Afc±3R*L'Tift&U *>'^H#WT*fc 
5SEC^f-^7A©$?SSr50%T-fe h y /WpfcHUlX Lfc. Ti? 

|»^^^Jt»f^«rfTV\ ^©3$£is<£.«§^ 10/zLW50%Methanol T* 
#*#LT N R*^*ff-^^il-fc. K*7>*Tfh--^®jffi«> Positive 
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ion K^SMH^tt 0. l%3W50%methanol Negative ion ^— K 

<0^\Zti 0. l%T^^^T/50%methanol s 40 u L/min ©SfE5£"C/B 

HMIl : FLJ39196 * o - Vft Jt t T h/W<* COtBZfls 

15 fflfi?#T 

#^Jl*3it^#%^j2 0^j£^oT FLJ39196 9 u~l/\L&%;-tZ>? > 
;<?W<D%$LffiM*n\<\ 3 ^^ife^oT FLJ39196 ft> L 

20 Lt, SEC^t°y*7^©5S (SECj&»e><0* W**®$§W#iiif) 

C«i] 



;H^Mass Range :m/z=55 9.2 5-559.5 



FLJ391 96-7 h;i// *x$?> 




0 


12.5 


25 


62.5 




0 


53987 


31597 


68345 


604452 


5 


56604 


247204 


110996 


Z703426 


10 


H7020 


I 569000 


597628 


3 448280 


25 


164530 


1285142 


2719479 


7 108230 
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«oT, FLJ39196 Ji^ U^f n-/HHtl?i^> 

HM]2 : FLJ39196 ^n-yft*^y/^K^«ft^fti:0*S^*ff 
lj5W#t«!2«|o-C FL J39 196 9 n->\Z&X1rZ9 > 

{^Lfc 0 &m\k&%!>t FLJ39196^m^^^^®»^ w ffiS^ft#UX, 
C*2] 



CI IIQtQR _ l-'^-->*vWnimn7idBl 


^Af.maaa rMiifjB.nin.-r 






0 


1 


10 


100 


250 




o 


18219277 


4813337 


4354460 


5504067 






23.75 


5818424 


6161857 


27706749 


456093959 


1174368945 


47.5 




8507799 


142633352 


1412301047 





fflgMggs Range :(1W Z =31 0.7-31 1 .7fe^lflgWz(N ^*:/ttft]<*)=332.6-333.6 







iH^-iviaaa r> 0 ii K ».uy...^ .. "jJ_. -.7 




FLJ39196 - CTtcrV— JKBifonazole; 


0 


1 


10 


100 


250 




0 


38593590 


32068857 


34579053 


30705006 


32278650 




23.75 


37989067 


27516354 




60323012 


851 69446 


47.5 


34294270 


33844567 


38342358 


152159135 


322219706 
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Sl^Mass Range:m/z=298.7-299J 



FLJ39196 - 7i>v'JXFendiline) 




0 




10 


100 


250 




0 


16096640 


18341826 


21106520 


134902492 


315067466 


23.75 


15565227 


15884361 


18323956 


118321460 


396979100 




47.5 


15343412 


24572438 


26691498 


256481478 


565679716 



FLJ39196 - ^P^X^Mchlopera 
stine) 




0 


1 


10 


100 


250 




0 


5350191 


2920008 


13165487 


276180260 


803023959 


23.75 


3537409 


2972794 


9288224 


218420294 


773924506 


47.5 


2912771 


4085344 


18612563 


338617522 


1411536255 



me) 



gll^Mass Range :m/z=366.7-367.7 



FU39196 - ^'Jv;KBepridiD 



10 



FLJ39196 - M70+v7i> 
(Raloxifene hydrochloride) 




0 


1 


10 


100 


250 




0 


17843366 


3754698 


2330594 


7909682 


10553153 


23.75 


4991164 


3790373 


6024709 


124641622 


157539770 


47.5 


4375846 


3014448 


17385466 


122918120 


666932700 



C£8) 



FLJ39196 - K1/X7DVP> 
(Benzbromarone) 




0 




10 


100 


250 




0 


327259 


231212 


300847 


37B850 


461737 


23.75 


301936 


357666 


1258120 


10722991 


19795682 


47.5 


353375 


412022 


1942184 


29076230 


43413619 



15 
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SI^Mass Range: m/z=324 .7-325.7 



FLJ39196 - ^"tfA-Mprazepam) 




0 




10 


100 


250 




0 


57513356 


45379226 


21988256 


130413200 


139016191 


23.75 


28065745 


38417587 


46660512 


258681345 


517983224 




47.5 


30688137 


26479402 


67670753 


264065408 


706383483 



mi o] 



FLJ39196 - ^P^T-tf/^A 
(clotiazepam) 




0 




10 


100 


250 




o 


8807574 


8089543 


19826757 


251469420 


633414607 


23.75 


7459143 


8254340 


25038949 


283452799 


759706893 


47.5 


7176640 


9022620 


60448900 


657940514 


1089985810 



5 



mi i] 



,l^Mass Range :m/z=337.7-338J 



FLJ39196 - XD^vMSuloctidil) 




0 


1 


10 


100 


250 




0 


3542413 


6080126 


3684060 


4969067 


9177432 


23.75 


6558607 


4318261 


7828150 


163940015 


357100809 


47.5 


4836197 


5977944 


7209043 


507388292 


742015343 



mi 2] 



10 



FLJ39196 - 'O-tfh— ^jU 
(Benzethonium) 




0 




10 


100 


250 




0 


22495292 


7744717 


5781630 


110985750 


3418189873 


23.75 


8694278 


7361705 


346972055 


5864609237 


6839519322 


47.5 


9038570 


18097692 


724595729 


9268734340 


14536B94458 



mi 3) 



FU39196- tfa/l/^SK 
(Bicaitamide) 




0 




10 


100 


250 


SC//WR(|UM) 


0 


1319316 


196020 


269681 


3889442 


1804944 


23.75 


278471 


264437 


914364 


18349511 


53664833 


47.5 


191214 


390946 


4168309 


24933110 


112816687 



15 mi 4] 
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SI^Mass Range:m/z=430.2-431.2 



FLJ391 96 - -<>Xf7vK 
(Benzthiazide) 




0 




10 


100 


250 


JlM) 


0 


1189971 


271261 


505597 


1323031 


1475428 


23.75 


315296 


361168 


1095223 


9348303 


25333199 




47.5 


176906 


249695 


1261413 


16067473 


28434802 



/H^Mass Ranee :m/z=298.7-299.7 



FLJ39196 - 5^'JMMinaprine) 




0 


1 


10 


100 


250 




0 


16639217 


15652447 


95722839 


530918568 


1025547751 


23.75 


9882171 


10946604 


88615018 


727082711 


1272226745 


47.5 


8025117 


10185140 


49245292 


427303459 


1448860391 



5 

mi 6] 



FLJ39196 - h'jyilt^'^ 
(Trifluoperazine) 




0 


1 


10 


100 


250 




0 


9858178 


6645734 


7904072 


204390563 


6329062B1 


23.75 


6423833 


7580781 


400581 78 


293702761 


1292987653 


47.5 


5642729 


7231665 


14142338 


5846308 


2293500744 



C*l 7] 



10 



FLJ39196 - VU)\,-7n?*-\i> 
(Chlorarothixene) 




0 




10 


100 


250 


(JIM) 


0 


20818137 


12908294 


15368592 


30558420 


80321853 


23.75 


20012122 


21615977 


31548696 


104338961 


243359670 




47.5 


18192912 


25013147 


52145413 


207034486 


433637183 



C*l 8] 



FLJ39196 -bf^+-tri/ 
(Pimethixene) 




0 


1 


10 


100 


250 




0 


3544903 


2913965 


4868887 


58800844 


224525009 


23.75 


3278835 


2449690 


5737072 


121577640 


265475649 


47.5 


2729497 


2762592 


9271060 


197624997 


359356100 



15 19] 



WO 2006/043710 



PCT/JP2005/019645 



148 



FLJ39196 - y^yf-Z-V—ll 
(Ftupentixol) cis-(Z) 




0 


1 


10 


100 


250 




0 


42590489 


57845690 


59201705 


138331819 


1019443291 


23.75 


36874292 


38801184 


66148127 


474717521 


1437323119 


47.5 


27636011 


54783295 


82852252 


1301876646 


1766098462 



C*2 0] 



iBI^Mass Ranee :m/z=473.2-474.2 



FLJ39196 - ^D77V5> 




(clofa 


imine) 


0 


1 


10 


100 


250 




0 


5613437 


1592610 


3306068 


1781607 


1742291 


23.75 


1595172 


2041846 


15886830 


138678443 


380425425 


47.5 


2442639 


2399851 


57730302 


312686548 


411373516 



5 

(*2 1) 



gl^Mass Range :m/z=327.7-328.7 

1*^ it-si 



FLJ39196- D^+J-fMLoxapine) 




0 




10 


100 


250 




0 


3522176 


3432353 


21044859 


169361258 


460296582 


23.75 


3879570 


4528499 


11931004 


251879811 


825422861 


47.5 


2B27091 


4199361 


15635610 


339486695 


830945491 



CS2 2) 



10 











FLJ39196-U'>+ 


SMRescinnamlne) 


0 


1 


10 


100 


250 




0 


11639431 


98431 74 


6544896 


12903374 


7315419 




23.75 


12301790 


11269941 


21895843 


215933519 


288844471 


47.5 


13358537 


17653515 


40677751 


675671326 


1469409087 



m2 3) 



FLJ39196 - i/P-»3't"> 
(Syrosingopine) 




0 




10 


100 


250 




0 


52552166 


38126829 


47209784 


41362697 


38512184 


23.75 


56051742 


63594361 


101347281 


465474678 


59625031 1 


47.5 


55701703 


70443152 


105524442 


897067633 


1499127775 



15 «.2 4] 
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glj^Mass Range:m/z=564.1-565.1 



FLJ39196 - ^vJUSvtKPX/UDh 




+V>(Dihydroer{ 


otoxine mesylate) 


0 


1 


10 


100 


250 


flM) 


0 


28173635 


251 50786 


29311635 


76261189 


326128137 


23.75 


20474057 


19680823 


36914079 


177369018 


232715490 


47.5 


14315178 


16556794 


45033425 


221983211 


530510575 



0ft2 5] 



FLJ39196 - j'vVUKvfcKPIVl^h 




=£*>MDihydroerg 


otoxine mesylate) 


0 




10 


100 


250 




0 


20191674 


17036968 


25343556 


62894601 


234871658 


23.75 


15759781 


25890358 


111382606 


421344902 


408003600 


47.5 


17285522 


31988946 


207450982 


908698063 


1265975868 



C«2 6] 



FLJ39196 - >v;l^vth'Di;U3> 




+V>(Dihydroer{ 


otoxine mesylate) 


0 


1 


10 


100 


250 




0 


33357241 


18486648 


24024699 


30737736 


58888872 


23.75 


25102744 


35126832 


106708813 


397014202 


267260198 


47.5 


31509157 


40595551 


194133547 


931095764 


1112309560 



C^2 7] 



FLJ39196 - vfcKO+viyio^'M 
^MDihydroergocristine) 




0 




10 


100 


250 




0 


34818618 


25663523 


10810305 


75466444 


137535150 


23.75 


28551541 


68120944 


327393156 


910395859 


871970698 


47.5 


38121433 


95970671 


593118709 


1961163889 


2985742521 



(t2 8) 



FLJ39196-^/yP-;U 






zolol) 


0 




10 


100 


250 


$>/^R(jiM) 


0 


8793284 


3108300 


2749518 


3830491 


4150230 


23.75 


3069987 


3620481 


10223886 


127989356 


194560574 


47.5 


2505684 


3989532 


25533379 


619287498 


778914733 



15 



lot, flj39196 &$k?y<?wit, z.tib<o&mik&y9(DUtf)? y*? 

K<Dl^X°hZ>Z-k&mWVtz a Z(DZ.b£y, FLJ39196 W?*ff i 
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ffV C£#T*t5e -ttefrhs FLJ39196 W tfeffiynV. k <ofa%. 

HMI3 : FLJ20589 * p - 3fc* >v<* SC £: <§*bl^ t ©*@£Mfi?#T 
5 #<£tf#%#J 2<7);fr?£Kt£oT FLJ20589 ^n-y|:S^f^?y 

^®<2B3Mt«fTV\ ##^!|3 0^rife(C:^oT FLJ20589 ^bMiHt 

3^Ltz 0 &mik&mk FLJ20589 m^^7I©it©lltKLT, 
[*2 9] 



FLJ20589 - lf**V— MBifonazole) 




0 




10 


100 






0 


3600159 


2704636 


2935358 


2558136 


3779926 


23.75 


2324791 


2343078 


2189489 


3826699 


3607174 


47.5 


2094320 


1367901 


2513645 


8024232 


28949362 



15 C* 3 03 



FLJ20589 - ^5-tf/<A(Prazepam) 




0 




10 


100 


250 




0 


696402 


563508 


752185 


5911478 


8158416 


23.75 


438127 


372254 


1912944 


27662748 


53037838 


47.5 


• 172968 


603084 


8279573 


67316791 


87274751 



[S3 1] 



FLJ20589 - ^>-b>-^A 




(Benzet 


honium) 


0 


1 


10 


100 


250 




0 


2920130 


681042 


536408 


1019183 


1894576 




23.75 


852430 


567621 


13777320 


732075554 


363052655 


47.5 


169123 


179741 


1125025 


368271326 


1844957985 



CS3 2] 
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a^Mass Range:m/z=408.1-409.1 



FLJ20589 - h'J^yU^-^vV 
CTrifluoperazine) 




0 




10 


100 


250 


JIM) 


0 


1872134 


1499445 


1420853 


2266965 


4146130 


23.75 


548622 


469062 


893634 


41947038 


57062370 


47.5 


226024 


459554 


2953415 


67433540 


116228047 



S3 3] 



a^Mass Range :ro/z=405.1 -406.1 



FLJ20589 - :7;l/*-v>(Flunari2ine) 




0 


1 


10 


100 


250 


AM) 


0 


418270 


188851 


200579 


198757 


253795 


23.75 


185731 


501950 


137693 


181386 


308575 


47.5 


154411 


58869 


178128 


2683794 


9317332 



5 . 

Hot, FLJ20589 ***W«*KH\ 0«-fll{b^»0*W^ 

Jtoio-eifesriWIlfc. roriJ;!?, FLJ20589 toWs*9%}i 

fT5v^* S, ^**o FLJ20589 ft*^^?f iiifeS^tl2 

H»4 : FLJ39196 $ fctt FLJ20589 ^P-yft*^ WHi*a^ft 

&V^T*, FLJ39196 &fcfiFLJ20589 ^ P-yft^y-'^MW^^ 

#389! ©5£ (I) .75 S (VIII) , * (1) (11) *5<fcl*£ 
■ (1* ) 7bm (1 1* 3 T^ftM^feSfcte^&^tfS, FLJ39196 £fc 
«FLJ20589 t^Ul^^i^b, FLJ39196 * fctt FLJ20589 * p — I'fc* 

20 EUiitK «P^O^ (I) (VIII) % 5* (1) (11) fcittss; 
(1' ) (1 1* ) T*3;ix$fc£ftSfctt*©£«?tt* 
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10 B*fffli$tlfc#l2 0 0 4-3 0 4 8 6 4 (ttSHS 0 : 2 0 0 

4^10^19 0) ££Sg£: LTioi?, ^-Ort*tt*W»l»lc:^-r^*n5 
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i. ^t©5£ (i) ~ (viii) a»fefc5#a»bstffr«fc£*-c*>a, ncs 




(I) (ID (ill) (IV) 




(V) (VI) • (VII) (VIII) 

^/P7 7=^ ; ^n^^JR^ t Kn^f^ 7^/, */It7 

5>\ $?B»7 5A #*»l~5©a«Sfctt$H£©7^*/K ^o^Wb 



15 -CO-R 9 (i:t% R 9 lt «**l-9©E**fc»4^«[©r^^; 
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h5w*mm&i~9<Dmmiztc\*#t$<DTs\'*JK ^v?>w^. ^77, 

tKn^ 7 5 7, ^71^7^, ^g&7 5 7, 7/^/W^7 7^^ 
l~3i@Ofi&S£^TL-CV^1><fcV\ 7^-/K H*»3-70^p7;v 

R 2 te, Tk^M^ ; ^n^7P ; ^7 7 ; t Kn^J/ ; 1 ~ 7 ©iff* 

77.=^;fc5^l4, ^p^VH^ V7y, t Ko^^ 757, ^t/II 
10 757, ^7 5 7, ^^l~5<DK0^7c«^^W7/l-^^, ^v?V 
\\LTJV*)V, 7 ' )V*)Vjr**yi£ X 7 ;V*jVX;V7 7 h ft fcilft 

<D7/l^/K ^1~5 ©IiSfcl4M©7^^^^ 7 
^^.jv^-^-y, 7i=/^;l'7 7-/K M7~12©7x^7/^/K 
15 ^^8~1 2<D7^~/U7/l^~/l^fcfi^Si$C7~l 2tf>7^~/U7^* 

R 3 ^ zkiUfC-T- ; ^n^^ ; »/77 ;'fc Kp^v' ; &3ff»: 1 ~ 7 
3; Tcte^HS© 7/1^/1- ; '^u tfV\K7 fr* IV ; 7/^/1"^ ; TtV^iVTsjv 
77=^; '77A t Kn*v\ 75 7, ^71^ 

20 75 7, ^g&7 5 7, 1 -5©E**fc«:^tt.©7'^^ ap^7 

SftS l~3fa<0g&g£^LT^T't>J:V\ #**l~5©iff*£fctt:#tt 
07/^/K ^mfCl~5©Em*7c«^fe©7^=ar^^^, 7^=/K 7 
I= /^;l/7 7=/K KIS7~1207x-W^r/K R*»8-12© 
25 7 3i=/U7^=yu*fcfi^3{?fR7~l 2 071=^7^^^ ; £^ L 
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R 4 fi, **m=? : '^^e ; 9 s7 J ; k Kadrv- ; 1 ~ 7 ©Ml 

l-SfiCDg&g^LTV^ti <fcV\ 1 ~ 5 <7)fi^^ tt#«E 

10 /l^^rf ; L, 

R 5 (i, tK^^ ; ; 9 sT J ; 1 ~ 5 (DE« 

R 6 (4, TK^IiT- ; s^nfyU* ; ; t Kp^^ ; $Pftifcl~7©a$( 

£ Tilted ©7 ; />D^>fbT/l^ :3 r/t' ; T^^^^^v- ; 7 A-^*^ 
15 77^ ; ifeSlMi, />n^ylgi L > V7y, kKP^v^ 7$ A */g& 

§*L5 1 ~ 3 racDfiifc£&:fr LTWT £V\ 1 ~ 5 ©fi«*fctt5>tt 

©T^*>, 1 ~ 5 C(**fttt^lft07/I' 7 

20 x^^/l/7 7=/K ^ii7~12©7i-/W^K &*8c 8 ~ 1 2 O 
7*=/l/r/l'4r=/I^*fcttJa**7~l 2©7x^7M;^-y; Sr^L 

R 7 fi, zKSf&JBiC^ ; ^o^yP ; V77 ; t Kn*-> ; ^itl~7©Ei 
^fcfi^teOT/^^r^ ; /NPy^fbT/U^^ ; Tfr* friths \ 7A"*A'XA' 
25 7 7^ •; fc5VMi N /NP^yJI^, $/TA tF^y, 75y^ ^/g& 
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s^^77=^ #**7~1 2«7x=/V7/^/K $«ifc8~l 2© 
5 , 

R 8 fi, zksfcjDK* ; ^ny^JR^ ; i/T J ; t Kn*'> ; T JV*A,xtV7 7 ~ 

<fci\ ^Hfc i ~ 7 ^a0^^fi«©T^^^fc{i^*^ i ~ 7 ©jtt#* 

10 fcte#ll£©7^^^v / &^U 

<&U R ! tR 4 , R'UV R 6 iR 7 , fciO'R'tRN^MWot 

WMT^J ; /NDyyft7/^;v ; 7/^/^/i'7 7=^ ; 

^ ; tebXtK^vfym*, tKn*^, 75A ^ At^7^y 

o ] 

20 

2. ^t©5£ (i) ~ (vni)-a>bft*»* s 6>»tfih'5ft^»*fctt* <c> ^* 
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(II) (HO (IV) 




(VI) (VII) (VIII) 



7;^/V^^J:U ! 7M^^^77=/^?'45S!i^I^^ 

10 a^VT/u^-^*fctt^5l5*7~ 1 2(D7x-/V7^t^^ ; fc5V>fi 
-CO-R 9 R 9 (i, Ml~9WEi*fcti»7W; 

tKo^, *;t*7^> v^H^T^/, 7/^/^^7 7^^ 

15 l~3{@<2g&K£;f LTV^Tt) «tV\ M3~7«^p7^ 
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R*t7'*llfl57x=A'7/^/l', -f^y^/y^K t'7x^K'fx 

7>;A i?fj|75y, Ml~5©IiifcliM^7/^;K /NPy^ 

10 ^^A^drv\ 7x^l/^;l/7 7^;K M7~1207x^7/^/K 
$!tifc8~i 2?)7x ^,vT)Vfr =-^t. ft f±#** 7 ~ 1 2©7x^7;^ 

R 3 tt, tK^M^ ; ^D^^ ; i/T/ ; t Kp^v' ; «1~7« 

15 77^ ; &5V>te, />n^jj|^ S/TA tKP* J A 75A ^/tlfe 
7^A i?I*75y, ft#*l~5©MlSfcfi#S^T^*/K 
flS7Vl"*-/K 7^^/^ ^ V*J i t;7/l/^/V^^7 7 ?) * 5 ?>I^ 

SftS l~3fc0**X«^frLTVvrt> J:V\ ft** 1 ~ 5 ©itt**fctt#tt 

<o7fr*t'^ 5 <Dmm*tznfri&(D7ji'* 7^~/k 7 

20 x=;^/l/7 7=/>, H*ft7.~1207x=W*;K $*$C 8 ~ 1 2 © 

7i=^r^=^*7iH:ft**7~l 2©7x=WW !j ! i V ; 

R 4 fi. TkSfM^ ; '^WWf- ; v-7V ; t Kn^v' ; ^if l~7©Ei 

25 77=^ ; ^P^yif, ^7 A tFn^rA 7^/, ^/g^ 

75A i?Il7 5A ft**l~5Oji:gl£fctt#l!£07/i'*/K 
<ffc7/l-3r/K 7^^^^ :3 r^*5J:TJ ? 7/U^r/V^^7 7'-^^ i b^5S¥^ i ^3l^ 
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$»8~1 2<Z)7i=/U7^'7--^tfcf^^7~l 2©7x=^7M 
5 /I'^v' ; ?r*L, 

R 5 ft, tKUM^ ; /Nny« ; 5/7/ ; 1 ~ 5 ^Hl^^ fcfl^fe^ 

7/v^r/v ; fc£lM3^pyWt;7/i'= 3 M' ; ^*U, 

R 6 fi, tKSHJW-? ; ^*?>m* ; ^7/ ; t Kb^ ; ft**l~7©»« 
Sttt^ttwr/l'^ ; ^P^Wb7/U=¥^ ; 7/^= 3 r^ :3 r-> ; 7/V^r^^^ 
10 7 7 =/V ; fc^fi, ^n^y^, i>7y, tKn^ 

7>;7, i?I»7 5A ^itl~5©imtfcl4M©7^K 

{b7 T )\s*r)\<>jr*Vte I X$T;v*;v*;V7 7 ~frti* ft 5 b514^ 

©7A"*/K ^^^l~5^ac^^fctt^^7/l-dr/^= 3 r^ 7*=/K 7 
15 1=^^77=^, 7 - 1 2 07 *=^7^; »*ft 8 ~ 1 2 O 

7:*~/i'7/u^ = /i'3:fcW^&8c7~l 2 <7)7i^;V7/^/^= 3 rv' ; 

R 7 te, ; ^nyylf ; 5/7/ ; t Kp^> ; S*ftl-7©Si 

*fctt#tt©r/l"¥/l' ; />P-^^'fb7/i'= 3 r^ ; 7/>^/Vt^^ ; 7^^^/^ 
20 7r~/V ; fcSVMt, /MJ^ylf, '/7A tKn^ 75 J, *JWM 

-ft^/V^r/K T/V : ¥/^dr^*3J:t) ; 7^ d r^^/^7r — /H6»fo3te*#* a fe»W 
$tbS l-3fi©«*SSr^rUTVN-CtJ:V\ l ~ 5 ©MlSfcfi#« 

o7^^;k ^^i~5(7;Em^fc«^i^©7^^^^-= 3 ev > 7*=/K 7 
25 x^;M^7 7=/K M7~1 2 07 x^7^/K M8~12C 
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t57^^>^b*5#a»bW*n5 l~3fl©ll**t*-UTV^Tt> 
J: V\ 1 ~ 7 OE«*fct4^ft©r ttft** 1 ~ 7 ©tit 

flU R 2 iR 4 , R 3 iR 6 , R 6 £R\ fc*«tt5R 7 iR 8 fi-€:n-e^^oT 

fi^T 5 y ; ^D^yftT^^/v ; 7 jv^ivy 7 =-/v ■ ^<yX4 5 ?Vxi 
; t£bmz-^* WW.*, v"7 / , t Fo^, 75 7, ^/liT^ 
10 , i;|*7 5 >\ 7^^^ d r^*5<t^7^= 3 r/V^/^^7-^^b^5l¥^b 

£tt©7/l'*7l'£ tztemm®. 1~5 OE«*fcfl^llS©7/V^^^^^ b ft 
5#*>&»iRStL5 l~3^B&S£^bT^Tt>«fcV^£^$LTt>J:^ 

15 

3. kt©s d' ) ~ (11* ) frb*zmfrt>mt£tiz<bG*"?i>z. nc 

* (1* ) : 

(1') 

1a' 

20 Kt^ Bridge 1 '^ (la' ) ~ (lj* ) : 




WO 2006/043710 
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R 2a ' R 
da') 

y 



R 2a ' R ,a> 
. dd 1 ) 

R 2a ' V a ' 
(1f) 



f 

M 

R^ a R 1a 
(1b 1 ) 

R 2a' S R 1a' 

de') 
q 



(1C) 



M 

R 2a' \i. 

dg") 

y 



V' 



(1h') 





(10 



H 

R 2a R 1E 

(1f) 



VTfc *V*7:c:=A/ ; fo5V>(iR 4a ' t?g*$^7t7 3i=/USr^Ux 

i?iH7^, r/i"^/i'^^7 7=^*3J;^p y>--fb^ fvua»e>fts 
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~ 3ffioS»SS:* Ut vn-C t «fcv\ l ~ 5 1ttt£m<DT fr* 

10 &3V^R 6a ' Tii**nfciSi**i'-5©S[«*fc»±^ttor/i'*^ & 

jiU R 0a \ R 4a \ R 5a ' *3«tt>*R 60 ' ©Vi"*La»lott % S (IB) - 
15 (ID) : 



* (2' ) : 




(1B) 



(1C) 



(1D) 



WO 2006/043710 
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5 (5£tK X 1 ' ttft#«fcl"-5©E«*fctt^«i©T^^^, R*«2-5 
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y yv'fitit^u 

R lb ' &$immi~9<DW.m-£tzttftt$.<D7Jl'*^. ^n^JJsli\ 
• 5 t Kn^S/fc-J:VT§y3a»b*5#a»fe»k*ix5 1~3fl©ll*S«r*rLT 

R 2b ' tt«*fkl'-9©ff**fcW:^«©T/i^^ ; 1 ~ 9 ©EUSfc 

.10 . i¥^feStR.$H5 l~3^®fi*£S:^rL , rv^t«tV\ ^« 3 

~7©^P7M/K M7~ll®7i^7M/K -fS^IJ/K 
tr7*=i/K f"^~/K -^j/f-K/l'Sfctt'OV':? y JV ; £,^(3:R 5b ' 

15 R 3b " f^TK^M-f- ; %mmi~9(Dmmiztc&£m<DT;i'*^m, ^nwn 

, 7 7^/M/U7 t ^^JSiW/MJy^^^^b.ft^S^feaWS^S 1 
~3ffitf>H&g£;j|'LTV>T'b<fcV\ iii*fti~5.©E#[**:f±dtt©7'/i/* 
/K $3?f$:3~7©^ P7;^/K 7x^/V, bf7i-/K tf*<JJ$?=/K 
20 t°^7^=/K 'f P ;K ? ^j/n fcli*^ t U =^ ; 

{IU R 4b \ R 5b ' fcit/R 6 "' ©V^-fft^lott, S (2B) ~ (2D) 
25 : 



WO 2006/043710 
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O - 

HO V /-vJJ/0 



Inh' lob' 



H 3 C ' L^O 



(2B) (2C) (2D) 

(5fc*K X 0b ' W:«**l~5©tt«*/t:f4^tt©r^^^ar^i-. ) 

3* (3 5 ) : 

D 3C 



(3') 




5 R" R 

Bridge 3 ')!, TES (3a' ) ~ (3f ) 
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(3d 1 ) (3e') (3f) 

(SfN X 4 ' K&kX&l~5<DW&tfrttft1&<DT/i<*r\>'l'&7fiL, R 7c ' 

r 2c ' »4fii**i~9oia«*fcf±^tt©T^/w ; &&»i~9©£fS£fc 
15 /v*ttt^y^7 yyi'&^u 
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r 3c " ttfcmfe? ; mmi~9(Dum^tat^(D7^^^m, ^w>m 

^Uv?=;K tVy^^/K -f^yy])^, ^sXJ ^y/ps^fctt* 
/u?* U ; fc^VMiR 6 <=' T'fim^ tLfc^*^ 1 ~ 5 ©ff*£fctt£lft<D 

v?~/k tr^y^=/K tr^<7^=/K -<5*vy/K ^x^^/p^ 

<&U R 0c \ R 4c \ R 5c \ R 6c ' fcitfR 76 ' ©Vvffrl^loti, it ( 
3B) ~ (3D) : 




(3B) (3C) (3D) 

X 0c ' f±«**i~5©ifi[*4fctt^tt©T/u^n^**r- ) 

5C (4 s ) : 
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R ld ' f4ft*«l~9©E«*fctt»tt©r^^K ^n^>J^ 

. R 2d ' t4ft#»i~9oE«**:f4»*oT/u^/i' ; hzwmmmi~9<o 

5 g^£fcf*#tf£<E>T/l'^K ^o^I^ WA tKP*^ 75A * 
/Il^7?/. i?t^75y, 7/^/M^7 7^/K ^P^Wb^Wi 

10 

R 4d " l^(dl' ) : 




15 R Sd ' H\ 4-t Ko^rv'7x^/H:^l// 

fit, R 4d ' 33«fct)<R 5d ' ©Vvf*bi6»loW\ 5£ (4B) ~ (4D) : 




(4B) (4C) (4D) 
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A (5' ) 




R 



(5') 



[53^ Bridge s 'lt TI5A (5a' ) 



,3e' 




/K tf7^=/K 7-*"7*-v> s<yyi-s$-7 ^y^tcte^yyryyy ; &^ 
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<IU R 3e ' > R 4< ^ R Se ' fc<fctfR 6e ' ©vvftL^iote, s: (5B) ~ 

(5D) : 




(5B) (5C) (5D) 



a; (e' ) : 




Bridge 6 '!!, TIES; (6a' ) ~ (6g* ) : 
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(6a 1 ) (6b 1 ) 




(6e') ( 6f ) 



y10 ' Y 11 ' 

(eg 1 ) 

X 7 \ X 8 \ X 10 ' ' t±*M1nMJLK.s . 
R lf ' ftR**l~90ittil*-fcW:^ttOT/l'^K ^o*'^ WV* 

10 R 2f> ii«*«i-9om*fcii^om/i' ; ft**i~9©a*£fc 
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CI 



H 2 N0 2 S 



0 2 



NH 



(f1') 



{fit, R 4f ' #cfct>*R 5 '' OV^il*»lOf4, ^ (6 B) ~ <6D) : 



k,vs\OH 

x 0fI 



HO, 




(6B) (6C) (6D) 
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R 2g ' R 19 
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SEQUENCE LISTING » 

<110> Reverse Proteomics Research Institute Co., Ltd. 

<120> target proteins and target genes for creating drugs, and screening 
methods 

<130> 09815 

<150> JP 2004-304864 
<151> 2004-10-19 

<160> 2 

<170> Patentln version 3. 2 

<210> 1 

<211> 3667 

<212> DNA 

<213> Homo sapiens 

<400> 1 

agacgctggg agcggccgag gcgagatcct atcattattt taaaattcct cctcctccac 60 
gaagtccttc ctgattcctt caaagaaata tcactcctcc gaattcccag agtgatttct 120 
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tctgacttga gcctgcagtg tgctgtgaga gatctaccac tagattatct caactttggt 1 180 

ctcctgggac cactcgttgc tgacagtcag aaattgcagg gcatctgatc tcctggtgtt 240 

aaaatctgtc gtgataccga ggaaggcccc gagatcccag gcactgagtg actgcatact 300 

ctgaattctt gccgccagga tggggaaaca gaacagcaag ctgcgcccgg aggtcatgca 360 

ggacttgctg gaaagcacag actttacaga gcatgagatc caggaatggt ataaaggctt 420 

cttgagagac tgccccagtg gacatttgtc aatggaagag tttaagaaaa tatatgggaa 480 

ctttttccct tatggggatg cttccaaatt tgcagagcat gtcttccgca ccttcgatgc 540 

aaatggagat gggacaatag actttagaga attcatcatc gccttgagtg taacttcgag 600 

ggggaagctg gagcagaagc tgaaatgggc cttcagcatg tacgacctgg acggaaatgg 660 

ctatatcagc aaggcagaga tgctagagat cgtgcaggca atctataaga tggtttcctc 720 

tgtaatgaaa atgcctgaag atgagtcaac cccagagaaa agaacagaaa agatcttccg 780 

ccagatggac accaatagag acggaaaact ctccctggaa gagttcatcc gaggagccaa 840 

aagcgacccg tccattgtgc gcctcctgca gtgcgacccg agcagtgccg gccagttctg 900 



WO 2006/043710 PCT/JP2005/019645 
3/13 

agccctgcgc ccaccaatcg aattgtagag ctgcttgtgt tcccttttga ttcttctttt » 960 

taacaatttt tttttttttt tgccaaacaa tatcaatggt gatgccgtcc cctgtgcggt 1020 

ctgatgcgcc ttcctccgtg acgccttcag cttcttttgt cgtggatgct tcgtgggaat 1080 

gcccagagcc ccagtgtgct tgtggagagc atggacagac ttcgtggtgt tcattgtttg 1140 

atgattttta atcgttacta ttattttttt ttattctaat gtctctgttc taaaacgtaa 1200 

gactcggggg ttggggcaaa agaagggaaa cccatccagt cctgtgattc tattgcaagc 1260 

ctcaaggggc ttttgtttga aagacaaaac tccccacctg aatctgttgt cacacgtgcc 1320 

gtaggggtga tggatggcac cggatgctgg attccccaag aacaagttac cctctggggt 1380 

gaggctattc cagcgagctg ggacatttcc ccatgggggc ccactcccct ctcttcccca 1440 

gcaggctgta gtttctaagc tgtgaacatt tcaagataaa ttaacagagg agaggaaaaa 1500 

gatggctcag ctattttttc acaggtttac actagttgag ctaatatgcg tgtctttgga 1560 

aattaaacac aaatggtaac atattccaaa accagaccca tcttgttgcc tattgtgata 1620 

aaataaaaag acggctgtat ataacatatt gggtaatgca gaccaaatta agtgttttgc 1680 
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cttgtttaaa tgaaatgcat gtttagtgag cactaataca atcttattcc agaagactgt '1740 

ttttagtagc ttattgtgaa gtaagacaac tataatgaat gtctgtcttg tttggaagtc 1800 

atatctgtct ttgcacaaat gtaccaatcg acaagtatat tttatatatt ccataaaaat 1860 

acaaagtaac cctgactagg gcccaacttt aattttgaat gcatttccag agtggccatg 1920 

cctagagggc agatgcagag caggtggtag tgggacagga caattggagc acaggaat gt 1980 

taacatgtat gacaggggac cagtagggtg gtttccctct caggcccagc agcccattga 2040 

cagcattaga ctggcggcat ggtgcttttc tgagcagatc aatactctgc agactcgaaa 2100 

aaacatcaca tacattcttg gaacttccca gtggtttaat ctatgtgcat ggttagggag 2160 

ccaggtctgg aatattcagt ttccctgccc ctgttaaaga atcagaggtt gggcagtcat 2220 

caaattcatc ataaagacat gggcaagtgt gtctgtggtt tccaaggccc ccctatggag 2280 

aatccaaaag tattttccat tgccgtgctc tttgaatgca gacttctatt tccagaagtg 2340 

acagcacaag tctgagttgc tgtttggtct ggtgacctca gacacactaa tttgaattga 2400 

aagctaagag taaaaatttg ctggttacag gcgagtcata ctcttgcaag tagttagcaa 2460 
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agggaggccc aaattctcaa ggttgttgat ggggaacttg ccactaagag aaggcagaga 2520 

ggtccctagt gggtatattt gctgccaagc cacttgccaa agaagaggaa ccacagaaag 2580 

agagacatca tgaccaggag aaaaatgtga ctagacatgc taacctccag gtttttatat 2640 

atgacttgag tctgctgtaa ttggcagcag aaatccaaat ttgtatggta gaccaaaaag 2700 

aaccaaatcc atagggtgaa attttgagac ctagactctg taaaaataat cctagtcttc 2760 

ctccaggggt cagttcctca cagtggttct gtaccaaaac ttgccaaatt cctccatggc 2820 

caagtgttaa aatctgtgtt tggaaaatag cgaattaacc taagacacag aaggcagact 2880 

gggtgaggag acctagcatg ccctattggc agtgctcagg agctgcatcc cacttttccc 2940 

tgctctgaat cgaagtccta gttccttcct ttgattctcc tttggtaggt ggaatcagtt 3000 

aatgttttga gaaacctgcc tgggctctgc ccttagtcat gacatctcgc tgagccagac 3060 

ccactctgtt ccttggaacc tagagctgga gtgaggagta gaggtctccg gctattccag 3120 

aaagaaaagt gagccacatg caggctgatg aatgccgaca cttccagaat gtatagaaat 3180 

agtccctgtc ctggcctgcc actgaccctg tctgtatttt ctcggaggtt gtttttctcc 3240 
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ttctccttcc caggaaggtc tttgtatgtc gaatccagtg cactcaagtt tggccaaggg '3300 

actccacagc acccagaaga ctgcatgcct caaggtttat gtcactcctc tgctgggctg 3360 

ttcattgtca ttgctgtgtt cagggacctt tggaaataaa acctgttctg tcccaaataa 3420 

aaccagcctg tgatgttcaa gggactggaa taaagtggct tacgacctga aggattctac 3480 

agagtgctca actgttcata catcattcag agtgggaggg agctgggggt gctgtcccat 3540 

cccatctgta tgcccacggt ggatttaata atatataatt tataaatcat agcctatgga 3600 

gtggcccgta aatcagttga ctgtgtagct cttgcctggc attaaagcat gtttttggtt 3660 



<210> 2 

<211> 193 

<212> PRT 

<213> Homo sapiens 



Met Gly Lys Gin Asn Ser Lys Leu Arg Pro Glu Val Met Gin Asp Leu 
15 10 15 
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Leu Glu Ser Thr Asp Phe Thr Glu His Glu lie Gin Glu Trp Tyr Lys 
. 20 25 30 



Gly Phe Leu Arg Asp Cys Pro Ser Gly His Leu Ser Met Glu Glu Phe 
35 40 45 



Lys Lys lie Tyr Gly Asn Phe Phe Pro Tyr Gly Asp Ala Ser Lys Phe 
50 55 60 



Ala Glu His Val Phe Arg Thr Phe Asp Ala Asn Gly Asp Gly Thr He 
65 70 75 80 

Asp Phe Arg Glu Phe lie lie Ala Leu Ser Val Thr Ser Arg Gly Lys 
85 90 95 

Leu Glu Gin Lys Leu Lys Trp Ala Phe Ser Met Tyr Asp Leu Asp Gly 
100 105 110 
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Asn Gly Tyr He Ser Lys Ala Glu Met Leu Glu He Val Gin Ala He ' 
115 120 125 

Tyr Lys Met Val Ser Ser Val Met Lys Met Pro Glu Asp Glu Ser Thr 
130 135 140 

Pro Glu Lys Arg Thr Glu Lys lie Phe Arg Gin Met Asp Thr Asn Arg 
145 150 155 160 

Asp Gly Lys Leu Ser Leu Glu Glu Phe He Arg Gly Ala Lys Ser Asp 
165 170 175 

Pro Ser He Val Arg Leu Leu Gin Cys Asp Pro Ser Ser Ala Gly Gin 
180 . 185 190 

Phe 

<210> 3 
<211> 1926 
<212> DNA 



9/13 

<213> Homo sapiens ' 
<400> 3 

aaaaaaagct tctgccaagg gtgggggccc acgcggaggc gatccgctcg ttcctcccag 60 

ggccatgggg cgacgaggag agccctggcc tccccgcgac ccgcaccgcg acctgggcca 120 

gacgcgccac cttccccggt cgcggtttgc ttctctttaa aatgaggaca gctcctccct 180 

tgggggctgt ggtgacaggt gaaatgagaa cgcactgaag acagctcttg gtccaaagcc 240 

ccgcacacag ggcatggtct agtggcccag tcaggacgcg gaaacactcc ctggaggttc 300 

tgacccactc cctctcagcc tccgcctggt ctctgggttg gctgttccag ctccaaagag 360 

aaggaggaac cttttccttc tgcagcccct ccccaccagc cccattcctt agctggggtc 420 

agacctgggg tcctcactgc agctggcctc tggcagcgtt ctcaggctag ccctccctgc 480 

tgaaaagaga accgtgtggg actcacaggt gtagtcgccg ccgccagccg ccatgggcaa 540 

acagaacagc aagctgcggc ccgaggtgct gcaggacctg cgggagaaca cggagttcac 600 

cgaccacgag ctgcaggagt ggtacaaggg cttcctcaag gactgcccca ccggccacct 660 

gaccgtggac gagttcaaga agatctacgc caacttcttc ccctacggcg acgcttccaa 720 
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gttcgccgag cacgtcttcc gcaccttcga caccaacggc gacggcacca tcgacttccg 780 

ggagttcatc attgcgctga gcgtgacctc gcggggcaag ctggagcaga agctcaagtg 840 

ggccttcagc atgtacgacc tggacggcaa cggctacatc agccgcagcg agatgctgga 900 

gatcgtgcag gccatctaca agatggtgtc gtctgtgatg aagatgccgg aggatgagtc 960 

cacccoggag aagcgcacag acaagatctt caggcagatg gacaccaaca atgacggcaa 1020 

actgtccttg gaagaattca tcagaggtgc caagagcgac ccctccatcg tccgcctgct 1080 

gcagtgcgac cccagcagtg ccagtcagtt ctgagcgagc ggcccctgga cagttgcaga 1140 

gaaacacagg cttgtcgtgc cgtttaagct ttgcttgcaa gagtggatgc cccgcaatcg 1200 

ttcctgctct cccgggcccc gggcctgggg catgcgttgc acctgcccgg cccggtggct 1260 

gcgcctccct cctccacctg accaacgcga cattcctccc ctcacgcctg gcccggtccc 1320 

ttccagggca actcccaggg atgtggtgac atgcagggtt caagtgttct tggttccagg 1380 

cacctcccgg ctcacgggga gctcagaggt ccatgccgag gagaccaggc aggacctccc 1440 

gaggctgcg'c cccggccggc ccatgcgttt tgtgatccca agtgactctg tgggaagggt 1500 
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ggggacgagg cgtcgggagg gtatacaggg agcccctccc gtgcatggct gcccccccgt 1560 

tcattttctc caccacagcc gcttgcacgt atagatactg tggtcccctt tcttttaata 1620 

tataaattat gtatggtgaa gtggagtgta ttgtgtaggt cccgtattta atgcctctga 1680 

ctgcctttga agcgcagccc tctgtggccc gcagccccct gagcctggct gttgtgtggt 1740 

atttatgctc tctttgtctg cctgtttcta aggaaatgca tgtgtgccct gagccgtgat 1800 

gatcctccca tccgtgttgt gagcacaggc atttgtgtct ggtctgtcct ccctgttgat 1860 

tggtctggca tttccggtat taaaatgata aaataaatgg cattttctga aaaaaaaaaa 1920 

aaaaaa 
1926 

<210> 4 

<211> 193 

<212> PRT 

<213> Homo sapiens 

<400> 4 
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Met Gly Lys Gin Asn Ser Lys Leu Arg Pro Glu Val Leu Gin Asp Leu 
15 10 15 

Arg Glu Asn Thr Glu Phe Thr Asp His Glu Leu Gin Glu Trp Tyr Lys 
20 25 30 

Gly Phe Leu Lys Asp Cys Pro Thr Gly His Leu Thr Val Asp Glu Phe 
35 40 45 

Lys Lys lie Tyr Ala Asn Phe Phe Pro Tyr Gly Asp Ala Ser Lys Phe 
50 55 60 

Ala Glu His Val Phe Arg Thr Phe Asp Thr Asn Gly Asp Gly Thr lie 
65 70 75 80 

Asp Phe Arg Glu Phe lie He Ala Leu Ser Val Thr Ser Arg Gly Lys 
85 90 95 

Leu Glu Gin Lys Leu Lys Trp Ala Phe Ser Met Tyr Asp Leu Asp Gly 
100 105 110 
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Asn Gly Tyr lie Ser Arg Ser Glu Met Leu Glu He Val Gin Ala IL e 
115 120 125 



Tyr Lys Met Val Ser Ser Val Met Lys Met Pro Glu Asp Glu Ser Thr 
130 135 140 

Pro Glu Lys Arg Thr Asp Lys He Phe Arg Gin Met Asp Thr Asn Asn 
145 150 155 16 0 

Asp Gly Lys Leu Ser Leu Glu Glu Phe He Arg Gly Ala Lys Ser Asp 
165 170 175 

Pro Ser He Val Arg Leu Leu Gin Cys Asp Pro Ser Ser Ala Ser GLn 
180 185 190 



Phe 
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